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722. Blood and Urinary Diastase in Renal Azotemia; 
Interrelationship and Prognostic Significance 

C. J. Heirerz, L. A. SACHAR, A. BIRENBAUM, and 
N. Sicuer. Journal of Urology [J. Urol. (Baltimore)| 
76, 346-349, Oct., 1956. 5 refs. 


' The diastase content of the blood and urine of 33 
patients with azotemia due to renal disease was examined. 
Eighteen patients had initial blood diastase concentra- 
tions above normal, and 15 patients had concentrations 
within the normal range. In all but one patient, regard- 
less of the level of the blood diastase, the hourly excretion 
of diastase in the urine was less than the blood concen- 
tration. A normal blood diastase concentration in the 
presence of azotemia due to renal disease almost invariably 
was associated with poor prognosis. A rising blood 
diastase concentration with a falling urine diastase 
excretion in the presence of azotemia seemed also to be 
a bad prognostic sign.—[Authors’ summary.] 
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723. Serum Transaminase Levels in Experimental Peri- 
cardial Injury 

C. M. AGress, H. F. GLassNer, and M. J. Binper. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol. (N.Y.)] 92, 826-828, 
Aug.-Sept., 1956. 10 refs. 


The differentiation of acute pericarditis from acute 
myocardial infarction on clinical and electrocardio- 
graphic grounds alone may be difficult. In an attempt 
to find a further aid to differential diagnosis the authors 
have studied at the University of California School of 
Medicine, Los Angeles, the variations in the serum 
glutamic oxalacetic transaminase (S.G.O.T.) activity in 
dogs subjected to varying degrees of pericardial injury, 
previous work having shown that S.G.O.T. activity is 
increased in acute myocardial infarction and that the 
rise is proportional to the amount of myocardial damage. 
In 9 out of 13 dogs pericardial injury was induced by 
inserting the following substances in the pericardial sac: 
sterile sand (3 dogs), sterile talc (one), and virulent 
cultures of alpha streptococci (5 dogs, 2 of which were 
treated with antibiotics to reduce the severity of the 
infection); the remaining 4 animals, which acted as 
controls, underwent a sham operation without manipula- 
tion or incision of the pericardium. $.G.O.T. activity 
was determined and electrocardiograms obtained in all 
the animals before and at daily intervals for 5 days after 


Q 


the operation; they were then killed and tissue sections 
taken from representative areas of the pericardium and 
myocardium, the severity of the pericarditis being 
estimated at necropsy and correlated with the micro- 
scopical changes and electrocardiographic findings, and 
the extent of the myocardial injury from the gross and 
microscopical appearances. 

Peak values of S.G.O.T. activity occurred from 24 to 
48 hours after operation, ranging in the control animals 
from 40 to 128 units and in the experimental animals 
from 49 to 392 units. Im the dogs in which both the 
pericardial and myocardial changes were mild or mode- 
rate the $.G.O.T. levels were within the normal range; 
in the 3 dogs in which the pericarditis was severe and 
the myocardial damage moderate or severe the $.G.O.T. 
values were high, whereas in the one dog with severe 
pericardial damage but mild myocardial damage the 
S.G.O.T. value was within the normal range. 

The authors conclude that the peak levels of $.G.O.T. 
activity are correlated with the severity of the sub- 
epicardial myocardial damage rather than with the 
severity of pericardial injury, and thus that the estimation 
of enzyme activity is of value in distinguishing between 
acute pericarditis and acute myocardial infarction only 
when the S.G.O.T. level remains within the normal 
range, in which case the diagnosis of pericarditis is 
confirmed. M. J. H. Smith 


724. Adrenal Cortex and Hepatic Cirrhosis. I. Role 
of Adrenal Cortex in Evolution of Carbon-tetrachloride- 
induced Cirrhosis. II. Effect of Cortisone on Progress 
of Carbon-tetrachloride-induced Cirrhosis 

P. N. Wau, H. D. TANDON, and T. P. BHARADWAJ. 
A.M.A. Archives of Pathology [A.M.A. Arch. Path.] 62, 
200-214 and 215-217, Sept., 1956. 17 figs., 33 refs. 


At S.N. Medical College, Agra, the authors have 
studied the evolution of hepatic cirrhosis, the possibility 
of its reversal, and the effect of cortisone on the cirrhotic 
process. In 300 young albino rats of both sexes cirrhosis 


_was induced by means of twice-weekly subcutaneous 


injections of 0-1 ml. of carbon tetrachloride per 100 g. | 
body weight in an equal volume of light liquid paraffin; 
after the 3rd week 7 to 9 of the rats were killed at weekly 
intervals 60 to 64 hours after the last injection. From 
the 6th week onwards batches of 8 rats were given no 
further injections; 4 of these animals being then killed 
after 2 weeks and the other 4 after 3 weeks in order to 
study the “ reversibility’ (defined as appreciable reces- 
sion in a maximum of 3 weeks) of the cirrhotic process. 
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At necropsy the livers were resected, slices of hepatic 
tissue fixed in 10°% formalin, and stained with haemo- 
toxylin, eosin, Masson’s stain for connective tissue, and 
Gomori’s stain for reticulum; samples were also minced 
for estimation of the collagen content by the method of 
Lowry. Both adrenal glands were examined for ascorbic 
acid content and sudanophilia, stained sections of the 
cortex examined histologically, and histochemical estima- 
tions made of the 17-ketosteroid content. Adrenal 
function was further studied by exposing 2 animals in 
each experimental group to the stress of cold by putting 
them on ice for 34 hours, while 2 others in each group 
received subcutaneous injections of histamine (1-0 mg.) 
and corticotrophin (1-0 mg.). The control group con- 
sisted of 30 rats which were killed at intervals of from 
34 to 60 hours after injection of the carbon tetrachloride 
and of 4 rats which were exposed to stress as above 


_ without previous injection. The severity of the cirrhosis 


was assessed in five arbitrary grades depending on the 
thickness and exiciit of the reticular trabeculae and the 
degree of pseudolobulation (the five-grades are illustrated 
in the photomicrographs which accompany the paper). 

The results were as follows. Normal animals exposed 
to stress or a single injection of carbon tetrachloride 
showed depletion of the ascorbic acid level in the adrenal 
glands, indicating activation of the cortex. Subsequently 
this value returned to normal levels or beyond, the latter 
stage representing relative inactivity. The cirrhotic pro- 
cess could be divided into four phases: in Phase I (up 
to the Sth week) there was little change in the liver 
reticulum, and the ascorbic acid levels in the. adrenal 
glands were high. In Phase II (6 to 8 weeks) there was 
cellular fibroplasia, which, however, was still reversible, 
and the adrenal ascorbic acid level was low, indicating 
activity; at this stage the adrenal glands could be 
depleted by stress. Phase III (9th to 11th week) marked 
the beginning of irreversible cirrhosis, in which the 
adrenal ascorbic acid levels were slightly lowered or 
normal; here dépletion under stress was incomplete. 
In Phase IV the cirrhosis was irreversible and progres- 
sive; the adrenal ascorbic acid levels were high and 
depletion under stress was reduced, the depleting effect 
of histamine being greater than that of corticotrophin, 
suggesting some changes at both the pituitary and 
adrenocortical levels. 

After discussing the various mechanisms involved in 
these reactions, the authors conclude that the reversible 
stage of cirrhosis is associated with normally functioning 
adrenal glands, or glands which can still respond by 
showing further activity when exposed to stress. Irrever- 
sible cirrhosis is associated with functionally damaged 
adrenal glands. 

In the second part of this study albino rats were given 
carbon tetrachloride as above. From the 8th week 
onwards batches of 6 rats were isolated each week and 
given no more carbon tetrachloride, but instead each 
received a daily intramuscular injection of cortisone 
acetate as follows: 5 mg. per day for 6 days, 10 mg. per 
day for 3 days, and finally 5 mg. per day for 2 days; 
3 days after completion of these injections the experi- 
mental animals were killed and they and the control 
animals examined as in the first part of the study. The 
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results showed that cortisone assists in the regression of 
hepatic cirrhosis only during the period in which the 
condition is naturally reversible, but that the hormone 
has no effect on the later irreversible stages once “‘ mature 
fibrous tissue ” has been laid down. 

B. G. Maegraith 


725. Indigenous Leptospirosis of White Mice. (Cnox- 
TaHHbIM nenTocnMpos MBILUeH) 

N. N. KraminskayA and V. A. Exsin. JKypxaa 
Muxpoduonoeuu, Snudemuonozuu u Ammynoduonoeuu 
[Zh. Mikrobiol] 63-64, No. 9. Sept., 1956. 

Indigenous leptospirosis of white mice has been 
described before—in 1929—but the strain then isolated 
and labelled Leptospira ghent was soon lost and its 
serology was never established. In the U.S.A. labora- 
tory mice are generally believed to be carriers of Lept. 
ballum infection, which occurs in that country in wild 
mice and rats. 

In 1955 the present authors tried to use white mice 
for the isolation of pathogenic leptospiral strains in the 
Far Eastern regions of Russia and discovered, while 
examining their stock mice, that these animals were 
excreting leptospires in the urine. In all, 600 mice 
from 4 breeding stocks in different towns of the Far 
East were examined and indigenous leptospirosis was 
established in all stocks. In 3 of the stocks the disease 
was present in the dormant state but in the fourth con- 
siderable losses of animals due to an unidentified epi- 
zootic disease were being sustained at the time and 
leptospires were found in 60°% of the survivors; in the 
other three stocks about 1% of the mice harboured 
leptospires. It is stated that motile leptospires in mice 
can be easily found in the second morning portion of 
urine. 

It was shown that guinea-pigs could be easily infected 
by injecting intraperitoneally an emulsion of kidney from 
the infected mice. This produced pyrexia which lasted 
from the 6th to 9th day after infection and agglutinins 
in the blood to a titre of 1 in 10,000. Two strains of 
leptospires were isolated from the blood of the guinea- 
pigs thus infected, and these were labelled BM1 and 
BM2. Tests showed that mouse serum agglutinated 
these strains to an average titre of 1 in 150. In agglu- 
tination tests for identification of the BM strains a rabbit 
antiserum was prepared with BM1 and a titre of 1 in 
15,000 was obtained. This serum did not agglutinate 
stock strains of Lept. grippotyphosa, Lept. moniakov, 
Lept. perepelitsyn, Lept. canicola, Lept. icterohaemor- 
rhagica, Lept. sejrae, Lept. kazachstanica I and Il, and a 
large number of other strains. However, cross agglu- 
tination occurred with Lept. saxkoebing, Strain P 183, 
to a titre of 1 in 500 and with Lept. DV-P at 1 in 1,000. 
DV-P serum with a titre of 1 in 25,000 agglutinated the 
isolated mouse strains only to a titre of 1 in 100. 

There seems no doubt that the two newly isolated 
mouse strains belong to a distinct serological type, which 
has been labelled Leptospira muris. 

[It is not stated and may not be known whether these 
strains of leptospires are pathogenic for man. If they 


are, they would represent yet another hazard for labora- 
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tory workers. Unfortunately the paper gives no indica- 
tion of the place of work of the authors, thus raising an 
obstacle to confirmation by independent workers.]} 


K. Zinnemann 


726. The Anaemia of Chronic Renal Insufficiency. The 
Effect of Serum from Azotaemic Patients on the Matura- 
tion of Normoblasts in Suspension Cultures 

J. L. MArRKSON and J. B. RENNIE. Scottish Medical 
Journal [Scot. med. J.] 1, 320-322, Oct.,. 1956. 5 refs. 


At Stobhill General Hospital, Glasgow, the authors* 
studied the maturation of normoblasts in suspension 
cultures of normal marrow in serum from patients suf- 
fering from chronic renal insufficiency with anaemia, 
controls being provided by parallel cultures of the same 
marrow in normal serum. Comparison of the differential 
counts carried out on normoblasts after incubation of 
the material for 24 hours showed in 7 out of 9 experi- 
ments that the increase in the proportion of ortho- 


chromatic normoblasts was significantly less after culture © 


for 24 hours in the uraemic serum than in the control 
serum. These findings suggest that the anaemia in 
chronic renal insufficiency may be due to a partial 
inhibition of maturation of the marrow normoblasts as 
a result of changes in the serum. . A, Ackroyd 


HAEMATOLOGY 


727. Identification and Significance of Platelet Anti- 
bodies 
J. L. Tuxuis. New England Journal of Medicine [New 


Engl. J. Med.| 255, 541-551, Sept. 20, 1956. 1 fig., 
17 refs. 


In this paper from Harvard University the significance 
of platelet antibodies in thrombocytopenic and other 
haemorrhagic disorders is discussed, and a test for their 
presence is described which is theoretically simple, but 
needs meticulous care in preparing the reagents. 

Platelet antibodies are commonly found in the blood 
in primary idiopathic thrombocytopenic purpura, hyper- 
splenism, and neonatal purpura; such cases respond 
best to splenectomy, adrenocortical hormones, or both, 
while platelet transfusion may aggravate the condition. 
A case is described in which a patient whose blood 
contained platelet antibodies received a platelet trans- 
fusion and developed a generalized reaction with a 
convulsive seizure and transient aphasia. Platelet anti- 
bodies are not usually found in thrombocytopenia due 
to deficient platelet production, as in carcinomatosis or 
leukaemia or after irradiation; these conditions respond 
best to platelet transfusion and treatment of the primary 
condition. 

To test for the presence of platelet antibodies a mixture 
of the serum (prepared as described below) with platelets 
(antigen) and human complement is incubated at 37° C. 
and examined after 45 and 90 minutes. Normal serum 
causes little or no decrease in the platelet count and no 
change in platelet morphology, whereas serum con- 
taining antibodies causes a fall in the platelet count 
owing to agglutination or lysis or both. The platelets 
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used in the test should be from Group-O, Rh-negative 
blood and are preserved at 4°C. in gelatin—acetate 
suspension in 5-inch (12-7-cm.) links of plastic tubing. 
The patient’s (non-lipaemic) serum was freed from all 
components of the coagulation system by passing it 
through a filter bed of carboxylate resin in the sodium 
cycle containing radioactive xenon (!28Xe) and barium 
sulphate. The complement was obtained from the 
platelet donor by filtering the serum and storing at 
—40° C., and diluting 1:32 with normal saline before 
use. The error in the platelet counts was reduced to 
5% by diluting the blood with 1% ammonium oxalate 
solution in an erythrocyte pipette and examining by 
phase microscopy; the same pipette, cover glass, and 
counting chamber were used for all the serial counts 
on each mixture. A preparation under a “ vaseline ”- 
rimmed cover slip was made at the time of each platelet 
count in order to observe changes in morphology. 

Tests on 200 normal sera, 49 sera from patients with 
varied haematological disorders without thrombocyto- 
penia, and 19 sera from patients with symptomatic 
purpura showed less than 5°%% decrease in the platelet. 
count. Out of 73 sera from untreated cases of thrombo- 
cytopenic purpura, platelet antibodies were demon- 
strated in 42, the platelet count being diminished by an 
average of 18°%% at 45 minutes and 28% at 90 minutes; 
effective treatment was usually followed by disappearance 
of the arnitibodies. Platelet antibodies were demon- 
strated in the serum in 14 out of 21 cases of hyper- 
splenism and in 8 out of 12 cases of congenital purpura. 
Immunological and chemical tests are described which 
show the antiplatelet factor in the serum to be an anti- 


body. P. E. Conen 


728. The Distribution of Erythrocytes in the Vascular 
System of an Organism. (O nepepacnpenenenuu 
TPOWHTOB B COCyMHCTOH CHcTeMe OpraHHsMa) 

G. J. MCHEDLISHVILI. Apxue [Arkh. Patol.] 
18, 88-89, No. 5, 1956. 


Whereas an altered regional distribution of the blood 
as a whole and of the leucocytes in particular under 
various conditions is well recognized, a similar re- 
distribution of the erythrocytes is said not to have been 
investigated. At the Institute of Physiology, Tbilisi 
[Tiflis], Georgia, experiments were therefore carried out 
on the exteriorized mesentery of guinea-pigs and white 
rats, local ischaemia or hyperaemia in the mesentery 
being then induced either reflexly, or by injection of 
adrenaline, acetylcholine, or histamine. The mesenteric 
tissue was then fixed in situ with 20°%% formalin in alcohol, 
and subsequently excised. 

It was observed first that ischaemia or hyperaemia 
depended primarily on the contraction or dilatation of 
the small arteries. During ischaemia the ratio of the 
diameter of arteries to that of the corresponding vein 
was of the order of 1:10, whereas in hyperaemia it rose 
to 1:2:8. The proportion of erythrocytes to plasma in 
all blood vessels of the mesentery (arteries, capillaries, 
and veins) changed in accordance with alterations in the 
lumina of the supplying arteries. Thus in ischaemia the 
ratio of the volume of the axial stream of erythrocytes 
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to that of the interior of the vessel averaged 1:0-16, 
whereas during arterial hyperaemia it was 1:0-51. In 
the veins the corresponding ratios were 1:0-33 and 1:0-64 
respectively. This redistribution of erythrocytes ap- 
parently takes place at the bifurcation of the arteries. 
If an arterial branch is constricted so that there is a 
consequent slowing of the blood stream in it, the blood 
entering this branch is not only smaller in amount, but 
also poorer in erythrocytes. A. Swan 


729. Experience with ABO and Rh Blood-grouping 
Cards (Eldon Cards) 

K. Epon. British Medical Journal [Brit. med. J.] 
2, 1218-1220, Nov. 24, 1956. 1 fig., 3 refs. 


The author presents a report of the experiences so far 
of ABO blood-grouping and D typing by means of the 
card—the “* Eldon card ”—devised by him and previously 
described (Dan. med. “Bull., 1955, 2, 33; Abstracts of 
World Medicine, 1955, 18, 348) for which two tech- 
niques are described: (1) for grouping at the patient’s 
bedside, and (2) for grouping specimens in the laboratory. 
In February, 1955, 64,000 of these cards were issued in 
Denmark; :the author estimates that 60,000 have been 
used so far and assumes that all difficulties experienced 
with the method have been reported to him. [No 
parallel tests by a standard tube-technique as a control 
are mentioned.] 

Analysis of the errors reported to him showed that 
there were 10 cases in which neither the ABO group or 
Rh type could be read, 10 cases in which the result of 
Rh grouping was in doubt or gave a false negative result, 
and 8 cases in which the ABO grouping was incorrect, 
7 of these being due to known technical errors. The 
author concludes: ‘‘ The results give the impression that 
to be of use the method must be closely adhered to, 
and the directions followed carefully. ” 

[The method may be of use where supplies of labora- 
tory reagents and laboratory facilities are not available.] 

I. Dunsford 


730. Very Rapid Rh Testing by a Modified Chown 
Technique 

F. HititMan. Irish Journal of Medical Science [Irish J. 
med. Sci.] 464-466, No. 370, Oct., 1956. 3 figs., 4 refs. 


From the Royal Victoria Hospital, Belfast, a modifica- 
tion of Chown’s capillary-tube method of Rh testing is 
described which enables the test to be completed in 
3 minutes instead of 2 hours. 

Anti-D serum [presumably saline-agglutinating], diluted 
according to titre and of high avidity, is run into a 
capillary tube of 0-5 mm. bore and 34 inches (9 cm.) 
long, followed by a 5% saline suspension of erythrocytes. 
The end of the tube containing the serum is sealed by 
heat, and the tube is centrifuged in a test tube up to 
1,500 r.p.m. The end of the tube is then broken off, 
the mixture blown on to a glass slide and rocked some 
6 to 8 times, and examined under the microscope [pre- 
sumably with a low-power objective]. Caution is advised 
in the interpretation of the test when small clots interfere. 
In 400 tests carried out by this method in parallel with 
the 2-hour test the results were identical. 
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[The results of this test should be accepted with some 
reserve, as in the abstracter’s experience the standard 
Chown test gives an error of 2 to 3%.] 

John Murray 


-MORBID ANATOMY AND CYTOLOGY 
731. Histogenesis of Basal-cell 


Epithelioma 
O. D. SmirH and M. A. SwerDLow. A.M.A. Archives 
of Dermatology. [A.M.A. Arch. Derm.) 74, 286-292, 


. Sept., 1956. 12 figs., 10 refs. 


The histology of basal-cell epithelioma is discussed 
with reference to biopsy specimens from 147 such tumours 
in 122 patients at the Menorah Medical Center, Kansas 
City. The lesions were characterized by nests of oval 
cells with the usual peripheral palisading, but in addition, 
almost without exception, there were foci of keratiniza- 
tion surrounded by a whorled or laminated arrangement 
of the tumour cells. A frequent finding was extension 
of tumour cells around a portion of stroma. When the 
areas of enclosed stroma degenerated, an adenoidal 
pattern resulted. The tumours were seen to arise from 
both the epidermis and the hair follicles; in none of the 
cases in this series did they arise from sweat glands. 
The authors consider that basal-cell epitheliomata 
originate from epidermal germ buds or hair Anlage. 
They suggest that the term basosquamous-celled car- 
cinoma should be applied only to tumours which are 
admixed basal-cell epithelioma and squamous-cell 
carcinoma. E. G. Rees 


732. The Pathology of Calcinosis of Soft Tissues. (K 
MaTONOrHH KasIbUHHOSa MATKHX 

Y. L. Rapoport and M. S. ZHuKHoviTskil. Apxue 
ITamoaoeuu [Arkh. Patol.] 18, 74-77, No. 5, 1956. 
3 figs., 5 refs. : 


The authors describe 2 cases of lipocalcinosis in the 
region of the left hip-joint occurring in siblings, a youth 
of 22, and his sister aged 15. This is said to be only 
the fourth report in the world literature of familial lipo- 
calcinosis. Radiologically the picture resembled tuber- 
culosis of the hip-joint with abscess formation. At 
operation, performed in both cases, a cavity was found 
filled with a thick whitish substance resembling the 
caseous material of a tuberculous abscess. The walls 
of the cavities consisted of firm granulation tissue with 
extensive calcification, areas of xanthoma cells, and 
giant cells of the foreign-body type. A. Swan 


733. Primary Pulmonary Vascular Disease. Repott of 
Five Cases 

H. M. CARPENTER and R. W. PRICHARD. American 
Journal of Clinical Pathology [Amer. J. clin. Path.] 26, 
899-909, Aug. [received Oct.], 1956. 3 figs., 20 refs. 


The occurrence is reported of primary pulmonary 
vascular disease in 5 young children, right ventricular 
hypertrophy being found post mortem without any 
congenital cardiovascular anomaly to account for it. 
The various lesions described by different authors in 
cases of primary pulmonary vascular disease are dis- 
cussed in relation to the present findings. There was 
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no evidence that the vascular thickening observed was 
related to thrombosis, embolism, or inflammation. The 
authors regard the condition as a clinical entity related 
to a congenital anomalous condition of the pulmonary 
arteries. G. J. Cunningham 


734. Post-mortem Pulmonary Arteriography, with Special 
Reference to the Study of Pulmonary Hypertension 

D. S. SHort. Journal of the Faculty of Radiologists 
[J. Fac. Radiol. (Lond.)] 8, 118-131, Oct., 1956. 20 figs., 
16 refs. 


A technique for the demonstration of the pulmonary 
vasculature post mortem by the injection of radio-opaque 
material is described in detail. 
cases the contrast substance was a bismuth oxychloride— 
gelatin suspension which was heated to 80° C. to ensure 
full distension of the vessels which tend to contract after 
death. After arteriography the lung is subsequently 
inflated and thin slices examined by stereoscopic radio- 
graphy. Although arteriograms of normal lungs showed 
considerable variation in regard to detail the main 
pattern of the arterial tree closely resembled that of the 
bronchial tree. By magnifying the arteriograms the 
lobular artery—which supplies the smallest unit of lung 
tissue, the secondary lobule—can be studied. In the 
post-mortem examination of the lungs from 26 cases of 
severe pulmonary hypertension at the London and 
Middlesex Hospitals, London, it was these lobular 
arteries and their branches which showed the most 
significant pathological changes. On the basis of his 
observations the author does not consider that broncho- 
pulmonary reflux through anastomotic channels plays 
any important role in the aetiology of pulmonary hyper- 
tension. While the arteriogram in cases of mitral 
stenosis, pulmonary emphysema, and recurrent pul- 
monary embolism showed distinctive features, such uni- 
formity was lacking in cases of primary, or as the author 
prefers to call it lone pulmonary hypertension. 

The method described is advocated as a useful com- 
plement to histological examination by orthodox tech- 
niques in that it provides a complete picture of the 
pulmonary arterial system and thus can reveal obstruc- 
tion which might be missed by the ordinary histological 
methods. It also proved useful in demonstrating ab- 
normal vascular anastomosis, and in differentiating 
arterioles from venules. G. J. Cunningham ; 


735. Mitral Stenosis and Pulmonary Arteriosclerosis. 
Correlation of Pulmonary Arteriosclerosis, Right Ventri- 
cular Hypertrophy, and Thromboembolism in Autopsied 
Patients Who Died with Mitral Stenosis 

W. A. Tuomas, K. T. Lee, E. R. Rasin, and R. M. 
O’NEAL. A.M.A., Archives of Pathology [A.M.A. Arch. 
Path.] 62, 257-261, Oct., 1956. 14 refs. 


The authors, in extension of their previous study of 
the pulmonary vessels in mitral stenosis (A.M.A. Arch. 
Path., 1955, 60, 267; Abstracts of World Medicine, 1956, 
19, 262), have compared pulmonary arteriosclerosis, 
right ventricular hypertrophy, and thromboembolism in 
86 patients with mitral stenosis coming to necropsy at 
Washington University School of Medicine, St. Louis. 


In most of the present. 


Right ventricular hypertrophy was taken as presump- 
tive evidence of pulmonary hypertension. [No cardiac 
catheterization studies are mentioned.] No correlation 
was found between the presence of moderate or advanced 
pulmonary arteriosclerosis and right ventricular hyper- 
trophy, and from this is derived an explanation of the 
beneficial results of valvotomy in mitral stenosis. A 
significant correlation was, however, found between 
pulmonary arteriosclerosis and evidence of thrombo- 
embolism in the lungs, thus providing further support 
for the authors’ view that thromboembolism is of 
importance in the production of pulmonary arterio- 
sclerosis. - T. Bird 


736. Studies of the Mitral Valve. II. Certain Anatomic 
Features of the Mitral Valve and Associated Structures in 
Mitral Stenosis 

I. E. Rustep, C. H. ScHeIFLEY, and J. E. EDWARDs. 
Circulation [Circulation (N. Y.)] 14, 398-406, Sept., 1956. 
3 figs., 3 refs. 


The changes leading to mitral stenosis were studied in 
70 hearts from the pathological collection of the Mayo 
Clinic. These changes were classified as: (1) commis- 
sural, (2) cuspal, (3) chordal, and (4) combined, the 
most significant being commissural (22 cases) and com- 
missural combined with other changes (31 cases). The 
two commissures, however, were not usually affected 
equally; in one-third of the cases the postero-medial 
commissure was severely involved in the absence of 
significant changes in the antero-lateral commissure. 
Diaphragm-like and funnel-shaped lesions were 
encountered in all 4 groups, the former being twice as 
common as the latter. It is pointed out that the mitral 
ring is not always smaller than normal in cases of mitral 
stenosis; indeed it may show a definite tendency to 
dilatation, and this may be offset by the enlargement of 
the normally large anterior cusp. 

Detailed measurements showed that the depth of the 
commissural tissue was increased in about half the cases 
in this series. J. B. Wilson 


737. The Morphology ofthe Spleen in Congenital Hemo- 
lytic Anemia (Hereditary S 

O. K. WiLanp and E. B. Smitu. Journal of 
Clinical Pathology [Amer. J. clin. Path. 26, 619-629, 

June, 1956. 5 figs., 24 refs. 


Because in congenital haemolytic anaemia “‘ the patho- 
logic anatomy of the spleen has not been clearly defined ” 
and “ there is considerable disagreement regarding many 
of the individual features”, the authors, at Indiana 
University, Indianapolis, have compared the morphology 
of the spleen in 25 cases of this disease with that in 113 
control cases. The latter consisted of 64 cases of sudden 
accidental death, 24 cases of brain tumour, and 25 cases 
of pneumonia. Findings in the spleens from cases of 
congenital haemolytic anaemia as compared with the 
controls may be summarized as follows: (1) there was 
massive engorgement of interstitial tissue with blood, 
but not in the controls; (2) sinusoidal endothelium was 
more prominent; (3) the average number of lymphoid 
follicles per socageds mm. was lower; (4) erythropoiesis 
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was observed in all cases of haemolytic anaemia, but 
rarely in controls, though erythrophagocytosis was not 
more evident; (5) neutrophil granulocytes were as 
numerous as in cases of accidental death and of brain 
tumour, but less so than in cases of pneumonia; (6) 
eosinophils and megakaryocytes were less numerous; 
(7) haemosiderin was present in a much greater pro- 
portion, with siderotic nodules in 7 cases. 

It is concluded that in congenital haemolytic anaemia 
**the morphologic alterations in the spleen are not out- 
standing individually, but in combination they form a 
pattern that is characteristic ”’. John Murray 


738. Patho-morphology of Interneuronal Synapses in 
the Vegetative Ganglia of the Human Renal Plexus. 
(K CHHaMCOB B BEre- 
TATHBHBIX NOYCYHOPO YENOBEKA) 

I.D. Lev. Apxue Tamoaoeuu [Arkh. Patol. ] 18, 64-69, 
No. 5, 1956. 5 figs., 24 refs. 


The author reports from the Kirov Military Medical 
Academy, Leningrad, the results of a histological study 
of the ganglia of the renal plexus in 16 fatal cases of 
various chronic diseases (carcinoma, lymphogranuloma, 
phaeochromocytoma, renal tuberculosis, and atheroma). 
The synaptic structures showed increased argyrophilia 
with pathological changes in form of the pericellular 
apparatus. The synaptic loops were coarse and irregular 
in outline, and the synaptic buttons ”’ formed club- 
shaped swellings. The surrounding “ perifibrillary sub- 
stance” exhibited abnormal staining properties, as 
demonstrated by the Bielchowski-Gross method. 
Similar changes were observed in 3 cats 9 days after a 
severe experimental haemorrhage entailing a loss of 30°% 
of the total blood volume. 

The significance of these findings in relation to patho- 
logical alterations in the physiology of the nervous 
system in chronic disease in general is briefly discussed. 

A. Swan 


739. Mucosal Inflammatory Spread in Diverticulitis and 
Ulcerative Colitis. A Comparative Study 

G. Lump and R. H. B, ProrHerog. A.M.A. Archives of 
Pathology |A.M.A. Arch. Path.] 62, 185-193, , Sept., 1956. 

10 figs., 16 refs. 


In an investigation at the Westminster and Gordon 
Hospitals, London, the mucosal changes in diverticulitis 
were studied and compared with those found in ulcerative 
colitis. Of 164 cases of diverticulitis, 57 required surgical 
treatment, and the specimens from these cases form the 
basis of the study. In 21 cases acute inflammatory 
changes were present; these were limited to the diverti- 
culum in 16 cases, and in 5 had spread to involve the 
adjacent mucosa with occasional areas of com»lete crypt 
destruction and repair processes of the type seen in 
ulcerative colitis. In 2 of the 5 cases abnormal sigmoido- 
scopic appearances were found in the rectum. Chronic 
inflammatory changes were present in 32 cases, but in 
only one of them did the mucosal abnormalities extend 
beyond the confines of diverticula in the form of flat- 
tening of epithelium, lymphocytic irSitration, and reduc- 
tion in number of the crypts of Lieberkiihn. It is 


considered possible that unexplained inflammatory 
lesions in the sigmoid colon may be due to pre-existing 
diverticulitis. 

The remaining 4 cases were complicated by ulcerative 
colitis, to which the original diagnosis was changed 
because of the frequent passage of blood and mucus 
and the development of sigmoidoscopic changes. Diver- 
ticula seen previously in radiographs were obliterated. 
The pathological changes consisted of widespread 
mucosal infiltration by polymorphonuclear leucocytes 
and progression to ulceration, round-cell infiltration 
with destruction of the muscularis mucosae, and spread 
into the submucosa. Some evidence of epithelial re- 
generation was seen at the edge of the damaged areas 
where crypts were not completely destroyed. 

It thus appears that there may be occasional difficulty 
in differentiating ulcerative colitis from diverticulitis, 
and it may be that diverticulitis can “‘ act as a ‘ trigger’ 
mechanism which starts a progressive ulcerative lesion ”’. 
In contrast to ulcerative colitis, there was no evidence of 
an increased incidence of carcinoma in diverticulitis. 

G. H. Blair 


740. A Study of the Muscular Lesions in 46 Cases of 
Collagen Disease. (Recherche des lésions musculaires 
dans 46 cas de maladies du collagéne) 

P. A. Maurice. Revue francaise d’études cliniques et 
biologiques [Rev. frang. Et. clin. biol.| 1, 772-788, Sept., 
1956. 6 figs., 24 refs. 

At the Institute of Pathology, Geneva, examination 
of the skeletal musculature of 46 patients suffering from 
one of the “collagen diseases” showed histological 
evidence of muscle damage in 32 cases, that is, in 17 
out of 25 patients examined by muscle biopsy and in 
15 of the 21 cases coming to necropsy. Clinical evidence 
of muscle damage was observed in only 10 patients. 
The cases with histological signs of muscle involvement 
included 5 patients with rheumatoid arthritis, 4 with 
disseminated lupus erythematosus, 3 with scleroderma, 
11 with periarteritis nodosa, and 9 with sarcoidosis. 
No lesions in the skeletal muscles were found in 88 other 
subjects suffering from various conditions, such as 
tuberculosis, cirrhosis of the liver, and neurological and 
cardiovascular disorders. 

The histological picture in the various collagen dis- 
orders was similar and consisted in alterations in the 
ground substance, angiitis, and the formation of foci of 
inflammatory cells, mainly lymphocytes and histiocytes. 


The author considers that the muscle damage observed | 


in many of these cases is secondary to the changes in 
the interstitial tissue and probably is mainly due to the 
angiitis. [Similar conclusions were reached in an investi- 
gation of the damage to cardiac muscle occurring in 
rheumatic carditis carried out by the abstracter (J. Path. 
Bact., 1954, 68, 101; Abstracts of World Medicine, 1955, 
17, 8).] The degree of muscle damage found varied 
considerably and was severe in 3 cases. Thus, apart 
from the characteristic lesions of periarteritis nodosa 
and sarcoidosis no specific histological picture could be 
defined for any of the other collagen diseases. 
B. Ruebner 
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Microbiology and Parasitology 


741. The Detection of Coliform Organisms in Bile and 
Urine by a Rapid Method Employing Paper Strips and by 
Standard Bacteriological Methods. (Uber den Nachweis 
koliformer Bakterien in Galle und Katheterurin mit 


einem Papierstreifen-Schnellverfahren und mit den ~ 


iiblichen bakteriologischen Methoden) 

G. GERNER and N. HENNING. Deutsche medizinische 
Wochenschrift [Dtsch. med. Wschr.| 81, 1669-1671, 
Oct. 19, 1956. 1 fig., 4 refs. 


A commercially produced paper sitip (“ bacto-strip ”’), 
originally designed for making quantitative estimations 
of coliform contamination of milk, has been applied by 
the authors, at the University Medical Clinic, Erlangen, 
to the examination of bile and urine. These sterile 
strips are impregnated with a culture medium containing 
a tetrazolium salt [the exact composition of the medium 
is not given], and are supplied packed in sterile trans- 
parent plastic envelopes. The strips are inoculated by 
dipping one end into the solution to be examined until 
about 1 ml. has been absorbed, the envelopes being then 
sealed and incubated at 37° C. first for 6 hours and then, 
if necessary, for a further 2 to 6 hours. Coliform bacilli 
reduce the tetrazolium salt and grow on the strip as red- 
brown colonies, pathogenic and non-pathogenic strains 
giving the same colonial appearances. As other organ- 
isms do not produce colonies until after 14 hours’ 


incubation the appearance of colonies within 12 hours is 


therefore specific for coliform organisms. 

The strips were used in parallel with standard culture 
methods for the examination of bile and urine. Out of 
125 samples of bile examined complete agreement was 
found in 110 cases; in 11 cases, only the strips gave a 
positive culture while in 4 only the standard methods 
gave a positive culture. Of 49 urine samples, complete 
agreement between the strip-method and standard 
methods was obtained in 45 cases (7 of which were 
positive), only the former method showing coliform 
growth in 2 cases and only the latter in the other 2. 

The authors suggest that the paper-strip method might 
be useful for the rapid screening of bile and urine for 
the presence of coliform organisms, and in particular 
for following the effect of antibiotic treatment. 

M. Lubran 


742. - The Bacteriology of Resected Tuberculous Pul- 
monary Lesions. I. The Effect of Interval between 
Reversal of Infectiousness and Subsequent Surgery 

L. G. Wayne and D. SALKIN. American Review of 
Tuberculosis and Pulmonary Diseases [|Amer. Rev. Tuberc.] 
74, 376-387, Sept., 1956. 2 figs., 19 refs. 


The purpose of this work, carried out at the University 
of California School of Medicine, Los Angeles, was to 
investigate the viability of tubercle bacilli which were 
visible in pulmonary tuberculous lesions resected sur- 
gically, and to relate this to the length of time elapsing 


after the latest positive sputum was obtained and also 
to the state of the lesion, that is, whether “‘ open” or 
“closed ’’. The meaning of these terms is discussed in 
some detail, and in this study the use of the term “‘ open ” 
is restricted to gas-containing cavities with patent bronchi. 
From each specimen a portion of a lesion weighing 
between 100 and 500 mg. was excised and homogenized 
in a tissue grinder, without the use of a digesting agent. 
Three drops of this homogenate were inoculated on to 
Léwenstein—Jensen and on Petragnani media, and a 
smear was made of a similar quantity which was stained 
by the Ziehl—Neelsen method. The cultures were 
examined weekly for 12 weeks and the number of 
colonies of Mycobacterium tuberculosis estimated to the 
nearest power of ten, as was also the total number of 
acid-fast bacilli seen in the stained slide. Confluent 
growth was assigned an arbitrary value of 104 colonies. 

Analysis of the results indicated that viable tubercle 
bacilli could be recovered from an open lesion in the 
majority of cases. In cases in which an open lesion 
subsequently became a closed one, it appeared that 
while the number of bacilli which were visible in the 
direct smear remained fairly constant the proportion of 
viable organisms underwent a decline until a constant 
value was reached; the number of visible but non- 
culturable organisms then also declined, until a steady 
state was established in which the few bacilli surviving 
were in a state of full viability. A third type of case 
was seen, and is discussed, in which tubercle bacilli 
from the lesion could not be cultivated although the 
numbers of visible bacilli remained approximately con- 
stant, irrespective of whether the lesion was open or 
closed. 

It was established that a correlation exists between the 
recency of positive sputum and the likelihood of — 
culturable bacilli in the resected tissues. 

John M. Talbot 


743. Studies of Adenoviruses (APC) in Volunteers , 
J. A. Bett, T. G. Warp, R. J. HUEBNER, W. P. Rowe, 
R. G. Suskinp, and R. S. PAFFENBARGER. American 
Journal of Public Health [Amer. J. publ. Hith] 46, 1130- 
1146, Sept., 1956. 1 fig., 15 refs. 

Studies of adenovirus infection, immunity, and disease 
in adult volunteers have been described. The intranasal 
instillation. of adenovirus Types 1, 2, 3, 4, 5, or 6 and 
the swabbing of the oropharynx with Type 4 virus have 
produced infection as demonstrated by a complement- 
fixing antibody response. Such inoculations have com- 
monly been followed by minor respiratory illness, chiefly 
manifest by an afebrile nasopharyngeal catarrh, which 
could not be attributed to infection with these viruses. 

Both infection and illness were readily produced in 
susceptible volunteers by swabbing the lower palpebral 
conjunctiva with adenovirus Types 1, 3, 4, or 5. The 
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frequencies of infection and illness were similar when 
virus grown in either HeLa or monkey kidney cells was 
used. Infection was demonstrated by recovery of the 
homologous virus from the eye or throat from 5 to 9 
days after inoculation and by complement-fixing anti- 
body response. Illnesses occurred from 2 to 7 days 
following inoculation, generally persisted from 4 to 8 
days, were occasionally febrile, and were characterized 
chiefly by a follicular conjunctivitis. Often pharyngitis 
with vascular injection and lymph follicle hypertrophy 
was seen. These illnesses included complaints of eye 
irritation and discharge, nasal discharge and obstruction, 
sore throat, and occasionally cough and headache. 
Both objective and subjective symptoms were associated 
with demonstrated infection, and illness occurred pre- 
dominantly in volunteers without detectable prechallenge 
homologous neutralizing antibodies. Swabbing viruses 
on to the conjunctiva produced a :gher frequency of 
conjunctivitis than did dropping virus into the con- 
junctival fornix. 

Heat- and formaldehyde-inactivated virus vaccines 
were prepared against Type 3 adenovirus. When adult 
volunteers without detectable Type 3 neutralizing anti- 
bodies were inoculated intramuscularly with these vac- 
cines, 78°% developed Type 3 neutralizing antibodies, 
and no untoward reactions occurred. Such vaccinated 
persons were protected against challenge-induced illness 
apparently to the same extent as adult volunteers with 
naturally acquired antibodies.—[Authors’ summary. ] 


744. A Preliminary Account of the Deposition by the 
Tsetse-fly of the Infective Forms of Trypanosoma rho- 
desiense, Their Subsequent Migration to the General Cir- 
culation, and Their Development to the Blood Forms 

R. M. Gorpon and K. C. WiLtetr. Annals of Tropical 
Medicine and Parasitology [Ann. trop. Med. Parasit.] 50, 
314-318, Sept., 1956. 3 refs. 


The authors report further experiments, carried out at 
the Liverpool School of Tropical Medicine and in East 
Africa, on the infection of guinea-pigs with Trypanosoma 
rhodesiense by the bite of the tsetse-fly (Glossina mor- 
sitans). Using methods described previously for study- 
ing the feeding habits of mosquitoes, they observed that 
the labium of the tsetse-fly probes the tissues at different 
depths and in different planes and that the insect feeds 
by suction from lacerated capillaries. A pool of blood 
forms at the site only after suction ceases. As saliva is 
ejected during probing and feeding, a proportion of 
metacyclic trypanosomes must be deposited in the 
vicinity of the torn capillaries. 

The migration of metacyclic trypanosomes from the 
site of the tsetse bite was therefore followed by killing 
guinea-pigs at various times ranging from 5 minutes to 
24 hours after the feeding of the fly. Trypanosomes 
were observed microscopically in tissue from one guinea- 
pig killed while the fly was still probing, and in another 
guinea-pig within 5 minutes of the insect’s bite, but not 
on any subsequent occasions up to 24 hours. Rats 
inoculated with ground-up tissue from the bite area 
developed parasitaemia only with tissues taken 45 
minutes after the infective bite. On the other hand, 
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heart blood taken from infected guinea-pigs at 5 minutes, 
45 minutes, 44 hours, and 24 hours after the infecting 
bite gave positive results. Finally, metacyclic trypano- 
somes from salivary glands were injected directly into 
the circulation of a rabbit. It was shown that the rabbit 
blood proved infective from the time of the end of the 
injection until the end of the incubation period. It is 
therefore concluded that the trypanosomes reach the 
general circulation within a few minutes or hours of the 
bite and persist in the blood throughout the incubation 
period. 

The change in morphology from the metacyclic to 
the slender forms encountered in the vertebrate host 
was investigated by cultivation in vitro in a nutrient 
medium. It was observed that the metacyclic trypano- 
somes showed a change in morphology to the slender 
forms within 4 hours. The authors compare the develop- 
ment of 7. rhodesiense with that of 7. vivax in sheep 
and 7. avium in canaries. It is thought that while the 
life-cycle of T. rhodesiense in the human host may show 
certain differences from that in laboratory animals, it 
will not differ in its main essentials. (This paper is a 
preliminary outline of experiments which will be described 
in greater detail in a subsequent communication.) 

a R. A. Neal 


SEROLOGY AND IMMUNOLOGY 


745. Rapid Diagnosis of Human Influenza Infection 
from Nasal Smears by Means of Fluorescein-labeled 


Antibody 


'C. Liv. Proceedings of the Society for Experimental 


Biology and Medicine [Proc. Soc. exp. Biol. (N.Y.)] 
92, 883-887, Aug.—Sept., 1956. 11 refs. 


The author, at Harvard Medical School, Boston, 
Massachusetts, has devised the following method for the 


diagnosis of influenza. The nose is washed out with. 


saline solution, the centrifuged deposit of the washings 
spread on slides, dried, fixed in acetone, and re-dried. 
Serum from rabbits immunized against influenza virus 
is conjugated with fluorescein and used as a specific 
“stain”. for virus-containing cells. The presence of 
many cells showing yellow-green fluorescence is pre- 
sumptive evidence of influenza. 

The method was tried out in two epidemics, one of 
influenza A and one of influenza B. In the first out- 
break, of 20 cases studied, nasal smears were positive 
in 12, and the diagnosis was confirmed by isolation of 
virus by amniotic inoculation of throat washings ar a 
significant rise in titre of haemagglutination-inhibiting 
antibody (H.I.A.) in convalescent serum. In 5 cases, 
although the results of the two latter tests were positive, 
nasal smears were negative. In 3 cases all tests gave 
negative findings. In one case a positive nasal smear 
was not confirmed by isolation of virus or by significant 
rise in H.I.A. titre. In the influenza-B epidemic, of 26 
cases where the diagnosis was confirmed by a significant 
rise in H.I.A. titre or by isolation of virus, only 10 had 
positive nasal smears, and in 6 cases where the diagnosis 
was not confirmed there was one positive nasal smear. 


> 
r 
v 
7 
1 is 
’ 
il 
re 
S$] 
in 
A 
4 
al 
= al 
ce 
to 
al 
bi 
fe: 
Re 
Bi 
Y. 
H 
a 15 
Vz 
| ah 
tai 
| 
to? 
po 
| sh 
= 42 
bes 
2 ani 
] 
thr 
1-0 
inc 
inf 
the 
the 
gra 
cou 
4 : fica 
res] 
4 Eve 
was 
and 
dip! 
this 


MICROBIOLOGY AND PARASITOLOGY 


As controls 23 cases of acute febrile illness without a 
rise in H.I.A. titre were chosen. A false positive result 
was obtained in one. 

In comparing this test with examination for a rise in 
H.1.A. titre the author points out that although the test 
is less sensitive this may be due to the fact that most 
cases were examined not earlier than the 3rd day of 
illness. On the other hand, its great advantage is that a 
result is obtained within a few hours of collecting the 
specimen. 

[The author does not comment on the false positive 
results. It is possible that these were true influenzal 
infections in which the other diagnostic tests failed. 
Alternatively, they may be due to the fact that the author 
apparently did not use controls treated with unconjugated 
antiserum before treatment with fluoréscein-conjugated 
antiserum. If the staining were non-specific this man- 
ceuvre would not affect it, whereas it would be expected 
to block specific combination of antigen with fluorescein— 
antibody conjugate. ] M. C. Berenbaum 


746. Studies on Diphtheria—Pertussis-Tetanus Com- 
bined Immunization in Children. I. Heterologous Inter- 
ference of Pertussis Agglutinin and Tetanus Antitoxin 
Response by Pre-existing Latent Diphtheria Immunity 
Bei-Loo CHEN, CHI-TAO CHOU, CHIEN-TAO HUANG, 
YAO-TUNG WANG, Hsru-Hua Ko, and WAN-CHEN 
Huanc. Journal of Immunology [J. Immunol.) 77, 144- 
155, Sept., 1956. 1 fig., 19 refs. 


In this investigation, carried out at the Taiwan Serum 
Vaccine Laboratory, Taipei, Taiwan [Formosa], the 
alum-potash-precipitated combined vaccine used con- 
tained 7:5 Lf of diphtheria toxoid and 24,000 million 
Phase-I Haemophilus pertussis per ml., while the tetanus 
toxoid component proved to be non-flocculable. The 
pooled serum from 4 guinea-pigs which had been vac- 
cinated 28 days previously with 1:25 ml. of the vaccine 
showed 3 units of diphtheria antitoxin per ml., and after 
42 days serum obtained from other animals which had 
been similarly immunized yielded 10 units of tetanus 
antitoxin per ml. 

In the clinical trial 239 children were inoculated on 
three occasions at monthly intervals with 0-5, 1-0, and 
1-0 ml. respectively of the vaccine, care being taken to 
include only those with no previous history of either 
infection or of vaccination with any of the elements of 
the combined vaccine. Blood samples were taken at 
the time of each injection, so that the children could be 
grouped according to their status of latent immunity to 
diphtheria before vaccination and their immune responses 
could be studied. In those children ifi whom there was 
evidence of pre-vaccination immunity, there were signi- 
ficantly weaker pertussis-agglutinin and tetanus-antitoxin 
responses than in those non-immune to diphtheria. 
Even the slightest degree of latent diphtheria immunity 
was found to cause weak but detectable interference, 
and further, as the degree of pre-existing diphtheria 
immunity increased the interference intensified, up to a 
diphtheria antitoxin level of 0-01 unit per ml. Above 
this level, however, there was no proportional enhance- 
ment of interference. 
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The implications of this heterologous interference 
phenomenon in regard to the use of combined vaccines 
and the planning of immunization programmes are 
discussed. R. B. Lucas 


747. The Immobilization Reaction in Amoebiasis. (La 
reazione di immobilizzazione nell’amebiasi) 

L. VALENTINO. Rivista dell’ Istituto sieroterapico Italiano 
[Riv. Ist. sieroter. ital.] 31, 310-317, July—Aug., 1956. 
5 figs., 5 refs. 


In this paper the author describes experiments carried 
out at the Institute of Microbiology, University of 
Palermo, on the immobilization reaction in amoebiasis, 
in which the results obtained by Cole and Kent (Proc. 


_ Soc. exp. Biol. (N.Y.), 1953, 83, 811; Abstracts of World 


Medicine, 1954, 15, 287) were confirmed and extended. 
For this test 0-05 ml. of immune rabbit serum (obtained 
by intravenous inoculation of a suspension of Entamoeba “ 
histolytica in culture) or of serum from human cases of 

amoebiasis was first inactivated for 30 minutes at 56° C,, 

after which it was mixed on a s‘ide with an equal amount 

of culture fluid containing numerous amoebae, the pre- 

paration being then mounted under a coverslip and the 
edges sealed with paraffin wax. The percentage of 

immobilized amoebae was determined by microscopical 

examination of the preparation in a warm chamber at 

37°C. In control préparations the serum was replaced 
by Locke’s fluid. Amoebae reacting positively lose their 
motility, become rounded, the nucleus becomes visible, 
and the surrounding cytoplasm becomes denser. 

The results of the experiments were as follows. In 
preparations of immune rabbit serum, normal rabbit 
serum, human serum from patients, and also from 
normal subjects, all observed for periods up to 2 hours, 
the percentage of immobilized amoebae was 79, 15, 88, 
and 4 respectively, reaching a maximum after one hour’s 
exposure and remaining unchanged for up to 8 hours. 
It was also shown that dilution of the immune sera 
brought about a progressive loss of the power to immo- 
bilize the amoebae and its complete disappearance at a 


. dilution of 1:16. On tie other hand, while there was 


no difference in the reaction with unheated serum or 
serum heated to 56° C., exposure of the serum to 63°C. - 
for 30 minutes resulted in a considerable fall in the 
number of immobilized amoebae. A comparison was 
also made of the complement-fixation and immobiliza- 
tion tests, using the sera from 57 patients suffering from 
amoebiasis. While the former test gave positive Tesults 
in 35 cases, the latter reacted positively in 50. 

It is suggested that further work is required to deter- 
mine the exact mechanism of.the immobilization reaction 
(which is regarded as an immunological phenomenon) 
and to assess its practical value in the diagnosis of 
amoebiasis. C. A. Hoare 


748. Duck-embryo Rabies Vaccine. Study of Fixed 
Virus Vaccine Grown in Embryonated Duck Eggs and 
Killed with beta-Propiolactone (BPL) 

F. B. Peck, H. M. and C. G. CULBERTSON. 
Journal of the American Medical Association [J. Amer. 
med. Ass.| 162, 1373-1376, Dec. 8, 1956. 11 refs. 
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749. The Acute Hemodynamic and Metabolic Response 
of Hypertensive Patients to Pentolinium Tartrate 

A. P. Cros.tey, J. F. Brown, H. TucHMan, C. W. 
CrumPTON, J. H. Huston, and G.G. Rowe. Circulation 
[Circulation (N.Y.)] 14, 584-592, Oct., 1956 (Part I). 
14 refs. 


The effect of pentolinium tartrate (“ ansolysen ”’) on 
systemic and renal haemodynamics and on water and 
electrolyte metabolism in 10 patients with hypertension 
and one normotensive subject was investigated at the 
University of Wisconsin School of Medicine, Madison. 
Studies of renal function alone were made in 2 subjects, 
systemic haemodynamic studies alone in 3 subjects, and 
combined studies in 6 subjects. The drug was adminis- 
tered intravenously in a dose of 2-0 to 2:5 mg. to supine, 
fasting subjects after initial control observations. Statis- 
tical analysis of all results involved the application of 
Fisher’s “* t test. 

Results showed a significant reduction in mean arterial 
pressure associated with a fall in cardiac output and 
unaltered peripheral resistance. Right atrial pressure 
and right ventricular end-diastolic pressure were also 
reduced, probably owing to decreased venous return 
caused by either generalized or localized venous stasis. 
The renal function studies showed a reduction in the 
filtration fraction and a fall in effective renal plasma flow 
and glomerular filtration rate. Electrolyte and water 
retention were also produced by the drug. Retention of 
base in the blood produced an increase in pH of the 
blood and a decrease in urinary pH. These metabolic 
changes are considered to be due, not to a simple decrease 
in urinary flow, but to both a reduction in blood pressure 
and an alteration of tubular function. 

Gerald Sandler 
750. Neodymium 3-Sulpho-isonicotinate and Blood 
Coagulation . 
R. B. HUNTER and W. WALKER. British Medical Journal 
[Brit. med. J.] 2, 1214-1216, Nov. 24, 1956. 3 figs., 
13 refs. 


The mechanism of the anticoagulant action of the 
3-sulphoisonicotinate salt of the rare earth neodymium 
was studied at the University of St. Andrews. Given 
intravenously in doses of 5 mg. per kg. body weight on 
over 50 occasions this compound caused prolongation 
of Quick’s one-stage “ prothrombin time”, which 
could be corrected by adding stored normal serum; the 
deficiency was therefore of Factor VII. Prothrombin 
itself, measured by the two-stage test, was unaffected, 
as were the whole-blood clotting time and the thrombin-— 
fibrinogen reaction. The thromboplastin generation test 
showed a defect in the serum only, and experiments with 
various combinations and proportions of normal serum, 
Christmas disease serum, and serum from patients 
treated with phenindione or neodymium showed that 


neodymium serum contained adequate quantities of 
Christmas factor and the hypothetical Factor X, but 
appeared to inhibit these two factors. (The authors 
believe that Factor VII plays no part in thromboplastin 
generation.) The inhibitory effect of neodymium was 
also produced in vitro. In vivo the effect was detected 
in 4 hours, persisted for 24 hours, and passed off in 
36 hours, and oral premedication with an emulsion 
containing 50 mg. of vitamin K; did not prevent the 
action of neodymium. 

Experiments on rabbits gave similar results. Doses 
of 50 mg. per kg. in dogs, rabbits, and mice produced 
prolongation of the clotting time and a reduction of 
antihaemophilic-globulin activity in addition to the other 
changes. 

-In a footnote it is stated that haemoglobinaemia has 
subsequently been noted in some patients treated with 
neodymium. T. B. Begg 


751. Duration of Anticoagulant Effect in Relation to 
Urinary Excretion of Dextran Sulphate 

S. M. Jeavons, K. W. WALTON, and C. R. RICKETTs. 
British Medical Journal [Brit. med. J.] 2, 1016-1023, 
Nov. 3, 1956. 6 figs., 43 refs. 


In this investigation of the duration of the anti- 
coagulant effect of dextran sulphate, carried out at the 
University of Birmingham and Birmingham Accident 
Hospital, the compound in the form of “ dexulate ” was 
administered for periods of 10 to 23 days to 2 patients 
with myocardial infarction and 3 with venous throm- 
bosis of leg veins associated with pulmonary embolism. 
The dextran sulphate was in sterile solution and con- 
tained 18-1% of sulphur; it assayed at 1,200 units ‘per 
ml. Excretion of the drug was estimated in 24-hour 
collections of urine by a toluidine-blue method and with 
a dextran sulphate of known sulphur content as standard. 
Similar studies of blood and urine were carried out on 
2 rabbits. The blood clotting time of patients was 
measured by the method of Lee and White, and of the 
rabbits by Dale and Laidlaw’s method. Quick’s one- 
stage method was used to determine the prothrombin 
time. Twice- or thrice-daily intravenous injections of 
dextran sulphate were given after control values for 
coagulation and prothrombin times had been obtained. 
Thereafter the coagulation time was measured before 
injection (“‘ minimal” clotting time) and, where neces- 
sary, one hour after injection (*‘ maximal ”’ clotting time). 
The general aim of treatment was to obtain a minimal 
clotting time of at least twice the base-line value. Pro- 
thrombin times were also measured, but were not used 
in controlling dosage. The clinical course in all 5 cases 
was satisfactory and there was no evidence of further 
thrombosis or embolism during therapy. 

Increase of the minimum coagulation time on succes- 
sive days in response to an unvarying dosage, or similar 
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or incréased coagulation time on successive days in 
response to a diminishing dosage, was regarded as 
evidence of accumulation of dextran sulphate. In all 
cases the prothrombin time was reduced rapidly after 
injection, and for most of the therapeutic period lay 
between 30 and 50%. On the whole, the prothrombin 
time and coagulation time mirrored one another. In 
3 cases in which the urinary excretion was studied the 
proportion of the dose recovered was close to 40%. 
In 2 rabbits given 10 times as much dextran sulphate 
per kg. body weight as that used in man‘no evidence 
of a cumulative effect as indicated by the coagulation 
time was seen. The animals excreted 66:2% and 58-1% 
of the total dose respectively. 

Dextran sulphate recovered from the urine of one 
patient showed no chromatographic difference or varia- 
tion in anticoagulant potency, in vitro or in vivo, from 
the original material. In the 3 cases of venous throm- 
bosis dextran sulphate produced a lessening of pain and 
reduction in swelling of the leg within 48 hours. The 
plasma cholesterol level was lowered throughout the 
period of therapy, but had reverted to its previous value 
within 14 days after the last injection. One patient 
developed a partial transient alopecia 8 to 9 weeks after 
the course of dextran sulphate, but had fully recovered 
2 months later. 

Dextran sulphate was found to have a marked cumula- 
tive effect when treatment was continued beyond 3 to 
5 days. This permitted reduction in dose or increase in 
the interval between doses. The authors suggest that in 
man the breakdown of dextran is slower than that of 
heparin, with resulting accumulation, probably in the 
extravascular fluid. Norval Taylor 


752. Dextran Sulphate: Use as an Anticoagulant, and 
Action in Lowering Serum Cholesterol 
H. Cowen and G. R. TupHope. British Medical Journal 


[Brit. med. J.] 2, 1023- 1027, Nov. 3, 1956. 6 figs., 
37 refs. 


From the Royal Infirmary, Sheffield, the authors 
report the effect of single and repeated intravenous 
injections of dextran sulphate (“‘ dexulate ’’) and the use 
of this drug in thromboembolic disease. A single intra- 
venous injection of 7,500 units was given to each of 6 
volunteers and the clotting time measured for the next 
8 hours. The clotting time was prolonged in all, in 4 
of them to more than twice the control value for 6 hours. 
Repeated injections of dextran sulphate were given to 
11 patients with thromboembolic disease, the dose being 
5,000 units injected with a frequency depending on the 
clotting time, which was measured at intervals during 
each day. An attempt was made to maintain the clot- 
ting time above twice the control level. Injections were 
required 8-hourly during the first 24 hours, decreasing in 


_ frequency until, after 48 hours, once every 12 hours was 


sufficient. From the 11th day of treatment a single 
injec’.on every 24 hours was enough. On completion 
of treatment the clotting time returned to normal in 3 
to 4 days. 

In 9 cases the total serum cholesterol was measured 
before and at intervals during treatment. It reached 
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50 to 60% of its control value after 6 to 12 days of 
continuous therapy, but tended to return to previous 
levels if treatment were continued for more than 14 days. 
This reduction persisted only when the daily dosage was 
10,000 to 15,000 units. A patient with familial hyper- 
cholesterolaemia also sustained a fall in serum total 
cholesterol level following 2 courses of dextran sulphate. 
Weekly intravenous injections of 5,000 units failed to 
prevent the return of the cholesterol to its original levels 
within 28 days. Mild alopecia was observed in 3 of 
the male patients after 2 to 3 weeks of continuous 
therapy. Overdosage in 2 cases resulted in the pas- 
sage of blood in the stools. The authors conclude that 
dextran sulphate is a suitable substitute for heparin in — 
the initial stages of anticoagulant therapy. 

Norval Taylor 


753. The Action of Atropine and Hexamethonium in 
Combination on Gastric Secretion and Motility 

A. W. Kay and A. N. Smirn. British Journal of 
Pharmacology and Chemotherapy [Brit. J. Pharmacol.} 
11, 231-235, Sept., 1956. 2 figs., 9 refs. 


The authors, at the Western Infirmary, Glasgow, 
compared the effect on gastric secretion and motility 
of a combination of atropine (0-325 mg.) and hexa- 
methonium iodide (50 mg.) with that of either drug 
given alone in double the dose, the drugs being given 
subcutaneously. Assessment of the effect of the drugs 
was based on their ability either alone or in combination 
to produce periods of gastric anacidity during the day, 
to reduce gastric acid secretion during an 8-hour night 
period, and to depress gastric motility. For all three 
factors the combination of the two drugs was more 
effective than twice the dose of atropine given alone 
and at least as effective as twice the dose of hexa- 
methonium given alone. 

[The authors do not, however, mention any tests for 
significance. This is unfortunate, since the findings sug- 
gest that the combination of the two drugs may be 
even more effective in reducing gastric secretion than 
the full dose of hexamethonium given alone.] There 
were fewer side-effects when the drugs were combined 
than when either was given alone. R. Schneider 


754. The Effect of Acetazoleamide, an Inhibitor of 
Carbonic Anhydrase, on Gastric Secretion 

L. Potter. British Journal of Pharmacology and Chemo- 
therapy {Brit. J. Pharmacol. 11, 263-266, Sept., 1956. 
3 figs., 15 refs. 


In this paper from the Chemical Defence Experimental 
Establishment, Porton, Wiltshire, a study is reported of 
the effect of acetazolamide, a derivative of sulphanil- 


‘amide and an inhibitor of carbonic anhydrase, on gastric 


secretion. The drug was given to 12 healthy adults 
receiving a fixed weighed diet. It was found that 250 
or 500 mg. of acetazolamide by mouth had no significant 
effect in reducing gastric secretion of hydrochloric acid 
or depressing gastric motility. Marked diuresis and 
increased sodium and potassium excretion were observed 
in all the subjects in the first 24 hours after administration 
R. Schneider 


755. A Pilot Study of Cycloserine Toxicity 

Unitrep StTaATes PuBLiC HEALTH SERVICE. American 
Review of Tuberculosis and Pulmonary Diseases (Amer. 
Rev. Tuberc.] 74, 196-209, Aug., 1956 (Part I). 6 refs. 


A careful study was made of the toxic side-effects 
encountered during the treatment with “ cycloserine ” 
(p-4-amino-3-isooxazolidone) of 115 cases of advanced 
pulmonary tuberculosis at 6 hospitals in the U.S.A. 
Most of the patients had received treatment with other 
drugs, but without benefit. A matched control group 
of 26 patients received a placebo. 

Cycloserine was given in doses of 0-25 g. twice daily, 
0-5 g. once or twice daily, or 1 g. every other day. The 
course of treatment lasted 12 weeks unless toxic symptoms 
appeared. These included convulsions (8 cases), som- 
nolence, and dizziness, and were so severe in 18 cases 
that treatment had to be discontinued after 5 weeks, 
although the symptoms usually appeared within the 
first 3 weeks. The dosage of. cycloserine seemed to 
influence the incidence of toxic reactions, but it did not 
apparently affect the time of their onset. No toxic 
effects were observed in 13 patients who received 0-25 g. 
twice daily; on the other hand this dosage did not have 
any significant therapeutic effect. Electroencephalo- 
graphy did not reveal any abnormalities either before 
or after the appearance of toxic symptoms. 

Although cycloserine in the higher doses prevented 
further deterioration in the patient’s condition, no 
marked improvement was observed during treatment. 
However, some evidence of effectiveness was obtained 
from bacteriological examination of the sputum, which 
was rendered non-infectious in 30 out of 66 cases treated 
with cycloserine compared with 4 out of 19 control cases. 

It is concluded that cycloserine should not be used 
for the initial treatment of tuberculosis, although it may 
still be useful in small doses, alone or in combination 
with other drugs, in cases which have failed to respond 
to accepted forms of treatment with isoniazid, strepto- 
mycin, and PAS. R. Wien 


756. In vitro and in vivo Studies of the Antituberculous 
Activity of Cyanacetic Acid Hydrazide 

P. O. Jones, D. E. JENkins, and S. C. YIN. American 
Review of Tuberculosis and Pulmonary Diseases [Amer. 
Rev. Tuberc.) 74, 417-427, Sept., 1956. 13 refs. 


At the Houston Tuberculosis Hospital (Baylor Uni- 
versity College of Medicine), Texas, the authors have 
studied the clinical effects of cyanacetic acid hydrazide 
and have also investigated in vitro and in vivo in mice 
the antituberculous activity of this drug. 

For the studies in vitro “‘ tween”’-albumin medium 
was used and the inoculum consisted of 0-1 ml. of a 
7-day culture of strains of tubercle bacilli obtained from 
patients in the hospital. In cultures of the sputum of 
5 out of 6 patients the bacilli showed growth at con- 
centrations of 100 wg. or more of the drug per ml. of 
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medium at the start of treatment. As it is unlikely that 
such concentrations can be reached in the blood during 
therapy it is suggested that cyanacetic acid hydrazide 
may be capable of exerting a therapeutic effect at a lower 
concentration in vivo than is required for inhibition of 
growth in vitro. There was no evidence of the develop- 
ment of cross-resistance with isoniazid. 

For the animal experiments five groups each of 4 mice 
were infected with intravenous inoculations of cultures 
of tubercle bacilli and, following a period of therapy, 
were killed and counts made of the viable tubercle bacilli 
in the spleen. Group 1 consisted of untreated control 
animals, those in Group 2 received streptomycin (30 mg. 
daily) and “for ‘some inexplicable reason” all died * 
[possibly because they were apparently given 10 times 
the calculated dose of the drug]. Group 3 was treated 
with 1 mg. of isoniazid daily, and Groups 4 and 5 
received 1 mg. and 2 mg. respectively of cyanacetic acid 
hydrazide daily. There was no appreciable decrease 
in the bacterial population of the spleen in any of the 
animals in Groups 4 and 5, whereas in the isoniazid- 
treated group the counts were all significantly lower than 
those found in the untreated control animals. 

Finally, 6 patients with far advanced pulmonary tuber- 
culosis received a dose of 5 mg. of cyanacetic acid 
hydrazide per kg. body weight per day. Only one 
showed any improvement, but on the other hand no 
patient deteriorated and the drug apparently produced 
no toxic effects. E. G. Rees 


757. Palliation of Mammary Carcinoma with Phosphor- 
amide Drugs 

J. C. BATEMAN and H. N. Carton. Journal of the 
American Medical Associatiog [J. Amer. med. Ass.] 162, 
701-706, Oct. 20, 1956. 4 figs., 10 refs. 


This report concerns the effects of the alkylating agents 
and the more 
toxic N-(3-oxypentamethylene) - N’ : N” -diethylenephos- 
phoramide in 122 patients with advanced breast cancer 
seen at the Garfield Memorial, Glenn Dale, and St. 
Elizabeth’s Hospitals, Washington, D.C. Whenever 
possible the drug was injected directly into tumour 
masses, the dose ranging from 3 to 50 mg. at intervals 
of one to 4 weeks over an average period of 22 weeks. 
Both drugs are said to have few ill effects, haematopoietic 
depression being the most serious complication. Objec- 
tive improvement, such as reduction in size of breast 
masses and metastatic deposits and healing of ulcerated 
lesions, was noted in 81 cases (66%). Intrapleural injec- 
tions were of particular help when malignant effusions 


were present. Because improvement may be slow to — 


appear, treatment should be prolonged, and maintenance 
doses for as long as possible are advised. Triethylene 
thiophosphoramide is considered much preferable to 
oxypentamethylene for prolonged therapy. 

Kenneth Gurling 
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Infectious Diseases 


758. Lymphocytic Meningo-encephalitis with Myalgia 


and Rash. A New Exanthem? 


W. H. Lyte. Lancet [Lancet] 2, 1042-1043, Nov. 17, 
1956. 4 refs. 


Several cases of a disease somewhat resembling polio- 
myelitis have recently been reported, and the name 
“benign myalgic encephalomyelitis” has been sug- 
gested. In most of these cases the cerebrospinal fluid 
(C.S.F.) showed no change. The present author has 
observed a number of clinically similar cases in Newton- 
le-Willows, Lancashire, since July, 1956, but the C.S.F. 
was abnormal in each of the 5 cases in which it was 
examined. Other distinguishing features of this out- 
break were an apparently higher incidence of rash “* than 
in benign myalgic encephalomyelitis ’”’, a high morbidity 
rate among families, and a preponderance of cases of 
minor illness, which could be recognized only if there 
was a case of the more florid type of the disease in the 
family. In one patient with the fully-developed syn- 
drome the C.S.F. findings were as follows: pressure, 
200 mm. water; cells, mostly mononuclear leucocytes, 
860 per c.mm., and protein concentration 70 mg. per 
100 ml.; culture was sterile and the sugar and chloride 
levels were normal. The patient made a rapid recovery. 

The author states that isolation of a causal agent from 
faeces and throat washings is being attempted but the 
work is not yet completed. Examination of paired sera 
for the presence of antibodies to influenza A and B 
viruses, Leptospira, and the viruses of lymphocytic 
choriomeningitis, Q fever, psittacdsis, and mumps proved 
negative in each case; the results of the Paul—Bunnell 
test were also consistently negative. The author 
emphasizes that patients with the less severe form of 
the disease are as infectious as those more seriously ill; 
he considers it likely that eventually the whole com- 
munity will be affected. R. G. Meyer 


759. Association of a New Type of Cytopathogenic 
Myxovirus with Infantile Croup 

R. M. CuHanock. Journal of Experimental Medicine [J. 
exp. Med.] 104, 555-576, Oct. 1, 1956. 5 figs., 19 refs. 


Viruses producing an unusual “ sponge-like” cyto- 
pathogenic change in monkey kidney tissue culture were 
isolated from the pharyngeal swabs of 2 of 12 infants 
with croup. The infants from whom the viruses were 
isolated and 3 additional patients developed significant 
increases in neutralizing or hemagglutination-inhibition 
and complement-fixing or all 3 varieties of antibody 
during convalescence. The isolated agents appeared to 
be similar antigenically. Fluid from infected monkey 
kidney tissue culture agglutinated chick erythrocytes and 
in lower titer human “‘ O”’ red cells. Hemagglutination 
occurred best at 4° C. and pH 8-0. Agglutination was 
reversed at 37° C. but resuspension and sedimentation of 
red cells at 4°C. resulted in a restitution of positive 
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patterns. In addition, the virus was capable of partially 
removing receptors from the erythrocyte surface, but only 
when large quantities of virus were incubated with red 
cells for 24 hours at 37° C. and small doses of hemag- 
glutinin used to test the treated cells. RDE [receptor 
destroying enzyme] removed both the erythrocyte 
receptors and the inhibitor for hemagglutinin present in 
certain normal sera. . Low level multiplication occurred 
at a slow rate in the amniotic cavity of the fertile hen’s 
egg. Gradocol membrane filtration yielded a size of 
90 to 135 mp. The virus was stable at —70°C. but 
infectivity was lost after treatment with 20°% ether for 
15 hours. 

The properties of the isolated viruses were consistent 
with those required for classification in the myxovirus 
group. No antigenic relationship with influenza A, A’, 
B, and C, Newcastle or Sendai viruses was found. The 
viruses were distinct from mumps virus but the existence 
of a common antigen was suggested. The high incidence 
of infection with this new virus in one group of croup 
patients suggests that it may be at least one of the 
etiologic agents of this clinical syndrome, but more 
extensive control studies will be necessary to establish a 
specific etiologic association. For the present the group 
will be referred to as CA viruses—that is, croup- 
associated viruses.—[Author’s summary. ] 


760. Management of Respiratory Insufficiency after 
Poliomyelitis. An Illustrative Case 


N. Joexs, L. J. Hurwitz, and F. E. Dreiruss. Lancet 
[Lancet] 1, 194-195, Jan. 26, 1957. 1 fig., 3 refs. 


761. Cholangiolitic Manifestations in Virus Hepatitis 
M. ELIAKIM and M. RACHMILEWITz. Gastroenterology 


[Gastroenterology] 31, 369-383, Oct., 1956. 4 figs., 
24 refs. 


The principal clinical, biochemical, and liver biopsy 
findings in 24 patients with a diagnosis of virus hepatitis 
of predominantly “ cholangiolitic’’, as opposed to 
** parenchymatous ”’, type are reported from the Hebrew 
University Hadassah Medical School, Jerusalem. The 
clinical manifestations closely resembled those of extra- 
hepatic obstructive jaundice, and the available laboratory 
tests, although useful in distinguishing hepatocellular 
from cholangiolitic hepatitis, were frequently of little 
value in distinguishing the latter from jaundice due to 
extrahepatic obstruction. Liver biopsies showed peri- 
portal infiltration with mononuclear cells and granulo- 
cytes, also bile thrombi; in some cases bile-duct proli- 
feration was present. The condition was not uncommon, 
the 24 cases here described occurring among 104 cases 
of virus hepatitis. Females were affected twice as often 
as males .and the majority of patients were older than 
those in the “ hepatocellular” group (average age 40 
and 30 years respectively) and also showed a higher 
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incidence of homologous serum jaundice (33°%% as com- 
pared with 16% in hepatocellular hepatitis). All the 
patients recovered. A. Wynn Williams 


762. Effect of Cortisone in Orchitis of Epidemic Parotitis 
(Mumps) 

G. C. RisMAN. Journal of the American Medical Asso- 
ciation [J. Amer. med. Ass.] 162, 875-877, Oct. 27, 1956. 
4 figs., 17 refs. 


Cortisone was tried in the treatment of orchitis 
secondary to mumps in 5 adult male patients at the U.S. 
Army Hospital, Fort Jackson, South Carolina. General 
treatment in all cases included rest in bed, scrotal sup- 
port, and administration of aspirin and barbiturates, as 
required. Cortisone was given by mouth in an initial 
dose of 300 mg. and a maintenance dose of at least 
100 mg. daily. Although there was relief of pain and 
tenderness within 24 hours, parotitis and testicular swell- 
ing persisted and the duration and degree of fever were 
uninfluenced. In 3 cases orchitis developed on the 
opposite side, in spite of the fact that the patients had 
been given large doses of cortisone; the second attack 
of orchitis was, however, relatively mild. No side- 
reactions due to the hormone were observed. In one of 
the cases described the patient, aged 21 years, was 
admitted to hospital on the second day of an attack of 
bilateral parotitis, and orchitis was observed 4 days later. 
Cortisone was administered in a dosage of 75 mg. every 
6 hours for 4 doses, 50 mg. every 6 hours for 4 doses, 
and 25 mg. every 6 hours for 2 days. The immediate 
symptomatic relief was excellent, but on the tenth day, 
while cortisone was being given, the right testis became 
larger and more painful. The dosage of cortisone was 
increased to 75 mg. every 6 hours and a remission was 
noted on the following day. On the twelfth day both 
testes were normal in size. 

The results indicate that cortisone gives symptomatic 
relief in mumps orchitis. The author states that various 
antibiotics have been tried with doubtful or inconsistent 
results, but that adrenocorticotrophic hormone and oestro- 
genic substances may ameliorate the symptoms. Of the 
many therapeutic agents tried only gamma globulin 
derived from the serum of patients convalescent from 
mumps has been found effective in reducing the incidence 
of orchitis. A. Garland 


763. Typhoid—Paratyphoid Vaccine with Chloram- 
phenicol in Recurrences of Salmonellosis 
A. T. Smmpcer, M. C. JARAMILLO, and G. SIMMONS. 
Journal of the American Medical Association [J. Amer. 
med. Ass.] 162, 881-882, Oct. 27, 1956. 


In an attempt to prevent recurrences of salmonella 
infection, typhoid—paratyphoid vaccines were adminis- 
tered with chloramphenicol to 86 patients attending the 
Maryknoll Sisters Clinic, Pusan, Korea. The antibiotic 
was given by mouth in a dosage for adults of 500 mg. 
every 6 hours and for children of 30 to 50 mg. per kg. 
body weight every 24 hours. The vaccine contained 
1,000 million Salmonella typhosa, 250 million S. para- 
typhi A, and 250 million S. paratyphi B organisms per ml. 
At first the dosage of the vaccine was 0-1 to 0-2 ml. 
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daily; this, however, proved inadequate, and was 
accordingly increased each day until 0-5 ml. was given 
3 times a week, this dosage being continued for at least 
one month. A few hours after the injection slight fever 
and soreness at the site of the injection were noted in 
some cases, these symptoms being controlled > adminis- 
tration of aspirin. 

The results of laboratory investigations, including 
culture of specimens of blood and faeces, Ehrlich’s diazo 
test, and Widal agglutination tests, indicated the presence 
of salmonella infection. Organisms of the Aerobacter 
group were isolated in 2 cases in which a diagnosis of 
salmonella infection had been reached after clinical 
examination and study of the results of agglutination 
tests. There was a recurrence of infection in 17 cases, 
the interval between initial infection and recurrence 
being 2 to 11 weeks. Analysis of the findings showed 
that the recurrence rate was 25°% among patients given 
chloramphenicol alone, 14°% among those given less than 
1-5 ml. of the vaccine, but only 5°%% among those given 
more than 1-5 ml. of the vaccine. A. Garland 


764. Neuropsychiatric Changes in Leptospiral Jaundice. 
HapyleHHaA 
»*KeNTYy Xe) 

I. Z. Kopsuitser. HKaunuyecxan Meduyuna [Klin. Med. 
(Mosk.)] 34, 78-83, No. 9, Sept., 1956. 9 refs. 


The author describes the neurological and psychiatric 
changes observed in 26 patients with Weil’s disease. In 
the majority of cases the neurological signs made their 
appearance between the 2nd and 4th days of the illness, 
which in all cases was of sudden onset without prodromal 
symptoms; they consisted mainly in meningeal irritation, 
depression or absence of tendon reflexes (with or without 
extensor plantar responses), and occasional -weakness of 
the facial muscles. In addition to, and independently of, 
the above signs the patients were depressed, had in- 
distinct speech, and in some cases psychomotor excite- 
ment and disturbances of memory, at times amounting 
in degree to that in Korsakov’s psychosis. These symp- 
toms often preceded the onset of jaundice. In patients 
with severe disturbance of liver function somnolence 
appeared and was followed by stupor, coma, and in 
3 cases death. The severity of the neuropsychiatric 
changes was not related to the depth of jaundice. 
Recovery, when it occurred, was complete. As the 
author has not seen similar disorders in cases of viral 
hepatitis, he considers that these manifestations depend 
on the presence of leptospiral infection rather than on 
the presence of jaundice. 

Examination of the cerebrospinal fluid (C.S.F.) 
showed that in the absence of meningism this was 
generally normal. However, with marked meningism 
there was a rise in the C.S.F. pressure, protein content, 
and cell count, accompanied by bile staining. The 
author suggests [though on very limited evidence] that 
in leptospiral jaundice xanthochromia of the C.S.F. 
occurs at a lower serum bilirubin level than in other 
types of jaundice and that this point may be of signifi- 
cance in the differential diagnosis of jaundice. 

Marcel Malden 
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765. Atypical Acid-fast (Chromogenic) Organisms Com- 
plicating Pulmonary Disease 

H. Fiorence. Diseases of the Chest [Dis. Chest] 30, 
250-276, Sept., 1956. 30 figs. 


The clinical significance of chromogenic acid-fast 
bacilli (C.A.F.B.) is disputed, since these organisms are 
usually non-pathogenic when injected into guinea-pigs. 
This paper from Baylor University, Houston, Texas, 
attempts to answer the question whether such organisms 
can produce pulmonary disease in human beings. The 
records of 23 cases of pulmonary disease in which 
C.A.F.B. were recovered from the sputum, gastric wash- 
ings, or surgical specimens form the basis of the study. 
Reports of 8 (of the 23) cases are presented in detail 
and fully discussed. From 4 of these patients—2 adults 
with cavitated or nodular lesions in the left upper lobe 
who underwent lung resection and 2 children with 
caseating cervical adenitis—convincing evidence that 
C.A.F.B. play a pathogenic role in human beings was 
obtained. In the remaining 4 cases the clinical informa- 
tion was insufficient to make any definite evaluation pos- 
sible. The chromogenic bacillus isolated: from one 
patient was said to be sensitive to penicillin, erythromycin, 
chloramphenicol, and the tetracyclines as well as to 
streptomycin, but no reference is made to antibiotic 
sensitivity in the other 7 cases. 

[The bacteriological information given in this paper is 
quite inadequate and there are no references to previous 
work.] Keith E. Westlake 
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766. Tasks of Sanitary and Epidemiological Stations in 
the Campaign against Tuberculosis. caHuTapHo- 
CTAHUHH B Ty6epKysiesom) 
S. S. Kacan. u Caxumapua [Gigiena] 51-54, 
No. 9, Sept., 1956. 


The author describes the decline in the incidence of 
‘tuberculosis which has occurred in the Ukraine in recent 
years and gives his reasons for considering that much 
of the credit for this must go to the measures in preven- 
tive medicine carried out by the “ sanitary-epidemio- 
logical stations’, the future role of which he assesses. 
New cases of active tuberculosis reported in the towns 
of Kiev and Stanislav respectively (expressed as a per- 
centage of those reported in 1949) were as follows: age 
group 0-2 years, 26 and 18; 3-6 years, 67 and 60; 7-14 
years, 40 and 40; 15-19 years, 75 and 122; and 20 years 
and over, 65 and 73, the mean for the two towns being 
58 and 47 respectively. 

In the age group 0-2 years B.C.G. vaccination was 
given to about 98°% of all infants in towns in the Ukraine, 
and this group showed the greatest reduction in incidence. 
The group showing the next best results was that of 7-14 


years, the children in which received vaccination and 
revaccination with B.C.G. The pre-school age group 
(3-6 years) rarely received B.C.G. vaccination, mainly 
because of administrative difficulties, and in this group, 
as in the older age groups, the reduction was less pro- 
nounced or non-existent. 

The author states that the claim that the reduction in 
the incidence of tuberculosis is mainly due to the intro- 
duction of antituberculous chemotherapy and con- - 
sequent sputum conversion is refuted by these findings, 
which show the preponderant effect of B.C.G. vaccina- 
tion. At the Lenin district dispensary in Kiev, for 
example, no cases of tuberculous meningitis or miliary 
tuberculosis have been seen and no deaths from tuber- 
culosis have occurred in the last 3 years. Since pro- 
phylaxis is the most successful, cheapest, and easiest 
method of combating tuberculosis, its use should be 
extended and intensified. The author urges that per- 
sonnel trained in the field of preventive medicine should 
supervise the working conditions of the 8,000,000 workers 
in the Ukraine, only half of whom are under observation 
by the staff of tuberculosis institutions, and some of 
whom are patients with active disease. In particular, 
earlier detection of the active disease should be sought, 
and also the disinfection services must be improved, 
especially in villages, where only 20% of the known 
cases were so treated. Lastly, liaison with other medical — 
services must be encouraged. Basil Haigh 


767. Preliminary Experience of B.C.G. Vaccination in 
the City of Basle. (Erste Erfahrungen mit BCG-Impf- 
ungen im Kanton Basel-Stadt) 

A. BLOCHLINGER-KOLLER. Schweizerische Zeitschrift fiir 
Tuberkulose und Pneumonologie [Schweiz. Z. Tuberk.] 
13, 256-263, 1956. 1 ref. 


768. The New Method of Chemoprophylaxis against 
Tuberculosis with Isoniazid. (Sul nuovo metodo di 


chemioprofilassi antitubercolare mediante isoniazide) 

A. O. Zorint. Rivista della tubercolosi e delle malattie. 
dell’apparato respiratorio [Riv. Tuberc.] 4, 403-437, Sept.- 
Oct., 1956. 27 refs. 


The author, who is Director of the Carlo Forlanini 
Institute, Rome, reviews the experimental basis for the 
use of isoniazid as a method of prophylaxis in the fight 
against tuberculosis. From the many published results, 
which are dealt with in detail, reported by authors 
working in France, Italy, US.A., and Great Britain, he 
concludes: (1) that isoniazid in high dosage protects 
experimental animals against challenging inoculations of 


- virulent tubercle bacilli; (2) that isoniazid-resistant bacilli 


are relatively innocuous in the body; and (3) that the 
presence of these bacilli confers immunity against fresh 
exogenous infection, comparable to that afforded by 
B.C.G. vaccination. 
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He outlines several trials of this type of chemopro- 
phylaxis which are being carried out on human subjects. 
At the present time at the Forlanini Institute over 600 
children belonging to families of patients now actually 
being treated at the Institute are being given 20 mg. of 
isoniazid per kg. body weight daily in chocolate, biscuits, 
and syrup and this is being well tolerated. Of these 
children 76°% were tuberculin-positive before starting 
treatment but in none was there clinical or radiological 
evidence of tuberculous lesions. Half the number are 
being given the drug for 3 months and the remainder 
for 5 months. As the trial is still proceeding no results 
can yet be given of the subsequent attack rate of tuber- 
culosis in this population. 

[This is a most interesting and detailed review of the 
subject, although the application of these principles to 
trials in human beings remains startling.] 

Arnold Pines 
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769. The Value of Tomophotography as Applied to 
Pulmonary Tuberculosis. (La tomophotographie. Intérét 
de son application en tuberculose pulmonaire) 

E. BERNARD, G. BONNAUD, and J. L. HERRENSCHMIDT. 
Revue de la tuberculose |Rev. Tuberc. (Paris)| 20, 661-671, 
June, 1956 [received Oct., 1956]. 6 figs., 11 refs. 


In the course of a survey carried out under the auspices 
of the Office of Social Hygiene, Seine, and the Tuber- 
culosis Clinic, Paris, the authors took the opportunity to 
explore the practicability of tomophotography and its 
possible advantages over standard tomography. The 
former is essentially a selective technique proposed by 
Ronneaux in 1938 under the name of “ stratiradiophoto- 
graphy’ but never adequately followed up. In this 
study a comparison was therefore made of the two 
procedures. 

During the period December, 1955, to February, 1956, 
out of a total of over 10,000 routine radiographs 362 
were considered to require further examination. Each 
film was therefore submitted to double reading and all 
abnormalities were checked immediately by standard 
radiography, by a series of tomograms of 6 to 8 cuts and, 
in some instances, by a series of standard tomograms. 
Tomophotography was carried out by means of a Stratix- 
type apparatus, an average of 6 persons being examined 
each hour. The radiographs and tomophotographs were 
assessed separately by two teams each of two physicians, 
of whom those judging the radiographs knew that some 
abnormality had been found by radiophotography, while 
the readers of the tomophotographs saw the radiophoto- 
graphs without having knowledge of the radiographs. 
Comparison of the results showed that the two methods 
agreed in 177 instances, in 5 cases tomophotography 
failed to reveal lesions revealed by radiography, while 
conversely tomophotography was superior to radio- 
graphy in 180 cases, in 32 of which it revealed lesions 
not visible on the radiographs, in 141 it provided more 
precise information permitting an accurate diagnosis to 
be made, while in 7 cases it confirmed a previously 
doubtful diagnosis. 


While admitting that their results so far are too limited 
to permit of any definite conclusions, the authors consider 
that the difference between tomography and tomophoto- 


' graphy is scarcely greater than that between radiography 


and radiophotography; one additional advantage of 
tomophotography is the comprehensive view of the 
thorax which it provides. They consider that tomo- 
photography does not expose the patient to the risk of 
excessive irradiation, which they calculate to amount to 
between 2-4 and 4 r for a series of 8 cuts. 

Norman F. Smith 


770. Anatomical and Clinical Characteristics of Tuber- 
culosis of the Lower Lobes of the Lung. (Les tuberculoses 
des lobes inférieurs du poumon. Particularités anato- 
miques et cliniques) 

G. Brouet, J. CHRETIEN, M. Jais, and L. SANG. Revue 
de la tuberculose [Rev. Tuberc. (Paris)| 20, 672-700, June, 
1956 [received Oct., 1956]. 9 figs., 33 refs. 


After a brief review of the present position in regard 
to isolated tuberculosis of the lower pulmonary lobes 
the authors present, first, an analysis of the Clinical 
records of 27 cases (2:7%) occurring among 1,000 cases 
of pulmonary tuberculosis admitted to the H6pital 
Lariboisiére, Paris, or examined there as out-patients, 
and secondly, an account of the findings in 40 specimens 
of lung removed surgically for isolated tuberculosis of 
the lower lobe. The importance of studying the results 
of these two methods of approach together is stressed. 

Of the 27 patients 17 were female and 19 of them were 
aged between 17 and 26. Laterality was equal, each 
side being affected in 13 cases, and both sides in one. 
It was difficult to establish a connexion with the primary 
infection and no clinical peculiarities were associated 
with location of the disease in the lower lobe; within the 
lobe, the site of the lesion was apical in 14 cases, basal 
in 8, and total in 5. In 11 instances the radiological 
findings consisted mainly of a single large “hilar” 
cavity in the apical segment, multiple tissue losses occur- 
ring more frequently in the basal segment. The authors 
stress that careful radiological examination, particularly 
lateral tomography, is essential if surprises in the course 
of operation and undue initial optimismt are to be 
avoided. Endoscopy was performed in 21 cases, in 18 
of which changes in the bronchus were observed, which 
were non-ulcerative but definitely of an exudative tuber- 
culous nature. By repeated endoscopic examinations 
the evolution of these changes was studied; even so, 
many of the changes probably elude detection and hence, 
in the authors’ view, the importance of post-mortem 
anatomical studies. The poor response of tuberculosis 
of the lower lobe to the various forms of collapse therapy 
is attributed to its situation in the “‘ dead angle” of the 
costo-vertebral groove. Lobectomy, however successful, 
is a formidable first line of treatment. Since April, 1952, 
all the authors’ cases of basal tuberculosis have profited 
by prolonged treatment with isoniazid, either alone or in 
association with streptomycin and PAS. Of 15 cases so 
treated 8 showed very good, 4 good, and 3 mediocre 
results; in these last 3 cases subsequent lobectomy for 
residual cavities was necessary. In regard to prognosis 
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the authors express the opinion that these lesions are 
evidently as accessible to chemotherapy as are lesions in 
the upper lobes, but if chemotherapy fails surgical 
excision is the only remaining alternative. 

The anatomico-clinical study was carried out on “40 
specimens of lower lobe tissue occurring among 1,400 
pulmonary specimens surgically removed between 1953 
and 1956; the incidence of lesions strictly confined to 
the lower lobe was 3-1%, that is, little different from the 
incidence in the clinical study (2:7%). In contrast to 
the clinical series, however, 28 specimens were from the 
right lung and 12 from the left, and 24 of the 40 patients 
were males. In 15 cases collapse therapy and in 8 pro- 
longed chemotherapy had been given. A recent primary 
infection could 


anatomical findings are then classified into five main 


types. The role of insufficient drainage is emphasized,- 


as is also the relatively high proportion of pure nodular 
forms (5 out of the 40 cases), and reasons are given for 
the frequent failure of radiological interpretation in cases 
of basal lesions. The authors consider that treatment 
with isoniazid appears to be diminishing the number of 
bronchial lesions verified, but such lesions play an 
important part in bronchogenic dissemination of the 
disease. Non-specific changes were more frequently 
found and some apprehension is expressed that in these 
basal lesions a different type of evolution of the disease 
may be developing. Norman F. Smith 


771. Pyrazinamide—Isoniazid in Low Dosage in Treat- 
ment of Pulmonary Tuberculosis 

S. T. ALLISON. American Review of Tuberculosis and 
Pulmonary Diseases [Amer. Rev. Tuberc.] 74, apace 
Sept., 1956. 13 figs., 6 refs. 


At the Veterans Administration Hospital, Rutland 
Heights, Massachusetts, in an investigation undertaken 
to assess the efficacy of a combination of pyrazinamide 
and isoniazid in low dosage in the treatment of pulmonary 
tuberculosis, 69 patients received 0-5 g. of pyrazinamide 
and 50 mg. of isoniazid three times a day—half the 
dosage used in previous studies—for one to 8 months, 
the results being compared with those in 54 “ control ” 
patients who received 1 g. of streptomycin twice weekly 
plus 12 g. of PAS daily. No patient showing abnormal 
hepatic function was initially included in the study. In 
the first group the pyrazinamide-isoniazid had to be 
withdrawn in 5 cases because of toxic effects on the liver, 
as shown by liver function tests, although only one patient 
actually developed jaundice, while in the control group 
therapy was temporarily stopped in 11 cases because of 
allergic manifestations. 

Of the 66 patients who had completed 8 months’ 
therapy at the time of this report 38 were in the pyrazin- 
amide-isoniazid group and 28 in the streptomycin—PAS 
group. The incidence of sputum conversion at 8 months 
in these two groups was 63 and 53-6%% respectively, 
while radiological improvement was noted in 73-7 and 
53-6°%% respectively. In 50° of positive cultures the 
tubercle bacillus became resistant to isoniazid while in 
only 30°% of such cultures did resistance to streptomycin 
appear. The author concludes that pyrazinamide- 
R 


established in only 6 cases. The - 
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isoniazid in low dosage offers an excellent short-term 
treatment regimen for tuberculous patients, provided that 
the cases are carefully selected, the duration of treatment 
does not exceed 8 months, and in view of the hepato- 
toxicity of the drug, that liver function tests are per- 
formed at fortnightly intervals. E. G. Rees 


772. The Long-term Results of the Treatment of Pul- 
monary Tuberculosis by Pneumoperitoneum 

A. Pines. British Journal of Tuberculosis and Diseases 
of the Chest [Brit. J. Tuberc.] 50, 338-345, Oct., 1956. 
1 fig., bibliography. 


Quoting the comment of Mitchell et al. that the 
“* existing literature is-lacking in detailed reports of this 
treatment [pneumoperitoneum] followed over long 
periods ’ the author presents the results of a follow-up 
study of 225 patients treated by induction of pneumo- 
peritoneum (maintained for at least 3 months) at Hare- 
field Hospital, Middlesex, between 1945 and 1947, in 
about half of whom a phrenic crush was also performed. 
The patients were followed up by questionary or personal 
interview after periods varying betWeen 6} and 94 years. 
The over-all mortality at the end of the observation period 
[stated, presumably in error, to be “ the beginning of 
1945] is given as 26% [although a table shows that 
the number of patients who died within 8 years was 69, 
that is, 30-6%%]. The mortality varied with the extent 
of disease before treatment, being nil among the 12 
minimal cases, 17% among the 157 moderately advanced 
cases, and 57°% among the 56 far advanced cases. 

Comparing these results with those published by various 
authors, and in particular with the outcome in several 
series of cases not treated by collapse measures but 
mainly by bed rest alone, the author concludes that 
pneumoperitoneum is not a primary procedure of value 
in the treatment of pulmonary tuberculosis. He thinks 
that induction of pneumoperitoneum may be indicated 


in cases showing isolated cavitation, particularly in the . 


lower lobes, and it may also be of limited value in pre- 
dominantly fibrotic disease. In his view cases of exten- 
sive disease with a predominantly exudative element, 
cases of cavitation with surrounding consolidation or 
infiltration of lobar extent, and cases in which lobar 
collapse has already taken place should not be treated 
by pneumoperitoneum, since in such cases this treatment 
has been shown to lead to lobar collapse and to a very 
high incidence of spread of the disease—although nowa- 
days this may perhaps be avoided if a course of 2 or 


-3 months of chemotherapy is given before induction of 


the pneumoperitoneum. G. M. Little 
773. Lobar Collapse following Pneumoperitoneum in 
Pulmonary Tuberculosis. Its Incidence and Significance 
A. Pines. British Journal of Tuberculosis and Diseases 
of the Chest (Brit. J. Tuberc.] 50, 346-355, Oct., 1956. 
Bibliography. 

In previous studies of patients with pulmonary tuber- 
culosis treated by the induction of pneumoperitoneum 


. the occurrence of atelectasis has been reported only 


occasionally and has usually been considered as un- 


important. . In the present study the author has shown 


| 
/ 4 
j 
i 
ly 
y 
De 
18 i 
ch 
ns 
30, 
{ 
em 
SIS 
py 
the 
ful, 
52, 
ited 
rin 
$ sO 
i 


TUBERCULOSIS 


that “in reality lobar collapse is frequent and that it 
may be of the gravest importance”. Of 298 cases in 
which pneumoperitoneum was induced at Harefield 
Hospital, Middlesex, between the years 1944 and 1947, 
lobar collapse occurred in 104, that is, over one-third, 
during a follow-up period of 64 to 10 years. In 93 cases 
the upper lobe was affected and in 17 cases the lower lobe, 
two lobes being affected in 6 cases. In 94 of the cases 
showing collapse phrenic-nerve crush had been performed. 
It is noteworthy that in most of these cases exudative 
disease had been present for a mean period of 10 months 
before the induction of pneumoperitoneum, and yet 
during this time no lobar collapse had occurred, whereas 
this did so at a mean time of 2 months after the induction 
of pneumoperitoneum; the relationship seems obvious. 

In the far advanced cases the presence of collapse 
made little difference to the mortality at the end of the 
follow-up period, this being 54% (14 out of 26 cases) 
among those without Idbar collapse and 60% (21 out of 
35 cases) among those with collapse. However, in the 
moderately advanced cases the mortality among 106 


patients with no collapse was 139% whereas among the 


69 in whom collapse occurred the mortality was 29%, 
that is, more than double. It seems valid to conclude 
that in cases of moderately ‘advanced disease the collapse 
of a lobe is a markedly adverse factor. 

In 36 patients there was spread of the tuberculous 
condition in the lungs following closely on the onset of 
collapse. Of these patients 30 had died, 5 were alive 
and well, and one was an invalid at the end of the 
follow-up period. The author considers, therefore, that 
exudative disease is a contraindication to the induction 
of pneumoperitoneum; if this procedure is ever employed 
in such cases it should only be after a course of chemo- 
therapy lasting for several months, and the pneumo- 
peritoneum should be maintained for at least 4 years. 

G. M. Little 


774. Pulmonary Overdistension and Reactivation of 
Tuberculosis. A Study of 158 Pneumothorax-treated 
Patients. [In English] 

A. HANNGREN. Acta tuberculosea Scandinavica [Acta 
tuberc. scand.| 32, 108-117, 1956. 4 figs., 3 refs. 


775. Gastrointestinal Complications following Surgical 
Treatment for Pulmonary Tuberculosis. A Report on 
Fifteen Cases 

J. G. CALLANAN. American Review of Tuberculosis and 
Pulmonary Diseases [Amer. Rev. Tuberc.] 74, 358-366, 
Sept., 1956. 6 figs., 13 refs. 


Between 1949 and 1954 at the London Chest Hospital, 
Arlesey, Hertfordshire, 23 patients suffering from pul- 
monary tuberculosis and peptic ulcer were subjected to 
operation for the lung lesion. In 15 of these (13 males 
and 2 females) a complication associated with peptic 
ulcer developed—namely, haemorrhage in 8 and an acute 
exacerbation without haemorrhage in 7. The alimentary 
diagnoses were acute gastric erosion (2), chronic gastric 
ulcer (1), duodenal ulcer (11), and combined gastric and 
duodenal ulcer (1). No particular pattern of pul- 


monary tuberculosis was present in these cases and no 
particular type of operation appeared to be responsible 
for the haemorrhage and exacerbations. In most cases 
the complications occurred 10 to 15 days after operation, 
but in a few the acute gastric erosion appeared earlier 
than this. There were no deaths in the series. In 2 
cases of haematemesis partial gastrectomy had to be 
performed. The author emphasizes that in tuberculous 
patients about to undergo lung surgery a careful inquiry 
should be made for any history of digestive disturbance, 
a barium-meal examination being carried out in cases of 
doubt. He stresses the desirability of adequate medical 
treatment of the ulcer before operation is performed. 
Denis Abelson 
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776. Miliary and Meningeal Tuberculosis. Difficulties 
in Diagnosis 

R. §S. ILt~incwortn. Lancet [Lancet] 2, 646-649, 
Sept. 29, 1956. 15 refs. 


The author describes the difficulties encountered in the 
diagnosis of miliary and meningeal tuberculosis in 235 
cases under his personal care at the Children’s Hospital, 
Sheffield. Of these children, 192 were admitted with 
meningitis and 43 with miliary tuberculosis; 13 of the 
latter developed meningitis while in hospital. In 8 
children mixed tuberculous and purulent meningitis was 
present. The main difficulty was the vagueness of early 
symptoms. The commonest presenting symptoms were 
tiredness, lack of energy, and irritability. Vomiting was 
the presenting symptom in only 25% and headache in 
only 28% of those old enough to complain of them— 
children aged 3 years or more. Constipation was an 
initial symptom in only 5%. The triad of headache, 
vomiting, and constipation should not, therefore, be 
regarded as characteristic of early tuberculous menin- 
gitis. In all the 13 children who were admitted with 
miliary tuberculosis and developed meningitis in hospital 
the diagnosis was made on routine examination of the 
cerebrospinal fluid. 

An important source of confusion in early diagnosis 
is the absence of meningism, especially in young children, 
in the early Stages of the disease. Choroidal tubercles 
were found in 74% of 74 children shown radiologically 
to have miliary tuberculosis, but in only 11% of 113 
children whose chest radiographs did not show miliary 
mottling. Photophobia was present in only 8°% of the 
cases, and 27% of the children had no pyrexia. In 42% 
the tuberculin-jelly test was negative. The Mantoux 
reaction was also frequently negative; a delayed positive 
reaction (after 4 or 5 days) was noted in a few children. 

The author points out that in tuberculous meningitis 
the sugar content of the cerebrospinal fluid (C.S.F.) may 
be normal. In 14% of children with tuberculous menin- 
gitis the initial C.S.F. glucose level was 50 mg. per 
100 ml. or higher. The C.S.F. sugar level in tuberculous 


. meningitis is compared with the levels found in acute 


purulent meningitis, poiomyelitis, subarachnoid haemor- 
rhage, and tuberculous serous meningitis. Failure to 
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identify tubercle bacilli in stained smears or on culture 
of the C.S.F. has been noted in only 2 of 144 cases 
of tuberculous meningitis seen in the last 6} years; 
in 85% the organism was found in a smear of the C.S.F. 
To emphasize that a negative chest radiograph does not 
exclude miliary tuberculosis the author cites Emery and 
Lorber (Brit. med. J., 1950, 2, 702; Abstracts of World 
Medicine, 1951, 9, 328), who report a radiological diag- 
nosis in only 18 of 52 cases in which miliary spread was 
found at necropsy. He attaches particular importance 


to a positive Mantoux reaction in a child recently’ 


exposed to tuberculosis, and states that a positive result 
in a child under 2 years of age should always be taken as 
signifying active tuberculosis. John Taubman 


777. The Treatment of Tuberculous Mi 


eningitis 
H. V. and R. L. Vottum. Tubercle [Tubercle 
(Lond.)] 37, 301-320, Oct., 1956. 3 figs., 20 refs. 


Since November, 1946, 230 patients aged 5 months to 
71 years suffering from tuberculous meningitis have been 
treated at the United Oxford Hospitals and the Military 
Hospital for Head Injuries, Wheatley, Oxfordshire. Of 
these, 8 died within 48 hours of admission; the remainder 
were followed up for a minimum of one year. The 
diagnosis was established in all except 7 of the cases by 
the bacteriological or necropsy findings or by the pre- 
sence of miliary tuberculosis. A second, selected, series 
of over 70 cases in which some treatment, usually un- 
successful, had been given @lsewhere were also seen 
during the same period and served for comparison. 

Between November, 1946, and the summer of 1949 
streptomycin was given alone to 80 of the patients. 
From then until January, 1952, intrathecal injection of 
the purified protein derivative of tuberculin (P.P.D.) was 
given as an adjuvant to streptomycin to those patients 
in whom the prognosis was poor, the total number of 
patients treated in this period being 70. In the last 80 
cases the treatment regimen, which was finally revised 
in November, 1953, consisted in daily intrathecal injec- 
tions of streptomycin and of isoniazid (25 to 50 mg. 
daily of each drug according to age), intramuscular 
injection of 0-5 to 1 g. of streptomycin daily, and iso- 
niazid by mouth in a dosage of 75 to 300 mg. daily. 
In addition, P.P.D. was given intrathecally about once a 
week in a dose sufficient to produce a reaction, as shown 
by exacerbation of the meningitis. If cisternal injections 
were necessary the intrathecal dose of streptomycin was 
halved. Prolonged courses of treatment were still ad- 
ministercd, but the dose of streptomycin intramuscularly 
was half that given before isoniazid was added to the 
treatment regimen. The cerebrospinal fluid (C.S.F.) was 
examined before each intrathecal injection. 

Of the first group of 80 patients (streptomycin alone) 
42 survived; of the second group of 70 (streptomycin 
and, in selected cases, P.P.D. as well) 43 survived; and 
of the third group of 80 treated according to the authors’ 
present methods 60 survived. The third group included 
15 patients in the early stage of disease, all of whom 
survived, 47 in the intermediate stage, of whom 38 sur- 
vived, and 18 in the late stage only 7 of whom survived. 
On the basis of these results it is claimed that P.P.D. 
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meningitis. The survival rate among patients in the 
intermediate stage improved even before the introduction 
of isoniazid, and this is also attributed to the beneficial 
effects of P.P.D. The authors state that the prognosis 
tended to be least good at the extremes of life, reflecting 
more frequent delay in diagnosis in these age groups. 

The reaction to intrathecal administration of P.P.D. 
in successful cases consisted in a rapid rise in the cell 
count (mostly in polymorphonuclear leucocytes) or in 
the protein content of the C.S.F., or in both. Not 
uncommonly Mycobacterium tuberculosis could be 
identified in the C.S.F. Clinically, there was a tem- 
porary worsening of the patient’s condition. This 
artificially-produced exacerbation of the meningitis was 
responsible for only one death in the authors’ series. 

Most of the evidence justifying prolonged intrathecal 
treatment was derived from a study of the 70 selected 
cases, which included 6 given streptomycin and isoniazid 
systemically elsewhere without success, in 5 of which 
recovery followed chemotherapy with intrathecal injec- 
tion of P.P.D. In some of those cases in spite of early 
diagnosis there was irreversible cerebral injury as a 
result of incomplete treatment. It is pointed out that 
many patients recover with systemic treatment only, but 
since some deteriorate “* to recover .. . only when com- 
bined therapy is instituted ’’, systemic treatment cannot 
be regarded as the method of choice. 

Cortisone was rarely given in the authors’ cases; they 
state that since its effect on the meninges is antagonistic 
to that of tuberculin the two drugs should not be used 
together; further, cortisone may possibly delay the 
formation of tuberculous exudate, but it cannot resolve 
existing exudate. Before the dose of streptomycin was 
halved deafness was a complication in about 10% of 
cases. The degree of recovery, like the survival rate, 
depended on the stage of disease when treatment started. 
Of 45 surviving children treated between January, 1947, 
and December, 1953, 9 showed severe mental deteriora- 
tion; most of these were treated late and were under 
3 years of age. The commonest residual neurological 
damage was hemiparesis. As a result of the intensive 
treatment the relapse rate in the series was negligible. 

[The senior author and her colleagues have made vital 
contributions to the treatment of tuberculous meningitis, 
the most important being insistence on early diagnosis 
and early treatment on a sure foundation of bacterio- 
logical diagnosis, emphasis on maximal treatment to 
achieve the highest recovery rate, and recognition of the 
reaction to intrathecal administration of tuberculin. 
With the help of this last many otherwise hopeless cases 
have been successfully treated, but the technique is so 
difficult that it has proved more dangerous than beneficial 
in the hands of others, who have used it with less skill 
and less enthusiasm. The abstracter considers that 
although the results of intrathecal injection of tuberculin 
added greatly to our knowledge of the mechanism of 
tuberculous meningitis and played an important part in 
treatment before the advent of isoniazid, this method 
should now be restricted to a very few cases and to the 
very few centres specially equipped to deal with any 
situation that may arise.] John Lorber 
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778. Intramuscular Oxytetracycline (Terramycin) in the 
Treatment of Chancroid Lymphogranuloma Venereum, 
and Granuloma Inguinale 

F. R. Gomita and W. P. GARDINER. Antibiotic Medicine 
and Clinical Therapy {Antibiot. Med.) 3, 312-314, Oct., 
1956. 7 refs. 


Intramuscular oxytetracycline was used in the treat- 
ment of 38 patients: 20 cases of chancroid, 9 cases of 
lymphogranuloma venereum, 7 cases of both chancroid 
and lymphogranuloma venereum, and 2 cases of granu- 
loma inguinale. The only treatment failure was in one 
of the 7 patients treated with a daily dose of 100 mg. 
The daily dose in all other cases was 200 mg. ad- 
ministered as a single intramuscular injection every 
24 hours. 

A dosage of 200 mg. of intramuscular oxytetracycline 
daily for 5 days was found adequate in the treatment of 
chancroid. The same dosage was adequate in the treat- 
ment of subacute lymphogranuloma venereum and 
granuloma inguinale. Chronic lesions in these diseases 
responded satisfactorily when the daily 200 mg. doses 
were continued for 10 to 15 days.—[Authors’ summary.] 


779. Serologic Diagnosis of Syphilis. The Use of 
Treponema pallidum Ymmobilization. and Immune Ad- 
herence Tests 

C. M. CARPENTER, R. A. Boak, and J. N. MILLER. 
California Medicine (Calif. Med.| 85, 30-32, July, 1956. 
10 refs. 


In this paper from the University of California, Los 
Angeles, the authors, after discussing the shortcomings 
of standard serological tests for syphilis (S.T.S.) and the 
merits of the treponemal immobilization (T.P.I.) test, 
report the results of the latter test on 4,060 specimens 
of serum obtained from physicians and health depart- 
ments in California. 

Of these sera, 3,934 had given positive reactions to 
standard tests but were from patients with no history 
of syphilis. A negative T.P.I. result was obtained in 
2,148 (54-6°%) of these cases, and they were classified as 
biological false positive reactions. Included among the 
4,060 sera were 400 from pregnant women with a positive 
reaction to S.T.S., and 292 (73°%) of these were negative 
to the T.P.I. test. Of 126 patients who had received 
treatment for syphilis, 106 (84-1%) gave a positive or 
doubtful T.P.I. reaction. All 20 negative reactions, and 
9 out of 11 doubtful reactions, occurred in treated cases 
of primary or secondary syphilis. 

Both the T.P.I. and Treponema pallidum immune 
adherence (T.P.I.A.) tests were carried out on 143 selected 
sera so that the sensitivity and specificity of the two tests 
could be compared. All 67 T.P.I.-positive sera and the 
only T.P.I.-doubtful specimen gave positive T.P.I.A. 
results, and 72 out of 75 T.P.I.-negative cases were also 
negative to the T.P.I.A. test. 


The above results are held to copfirm the value of the 
T.P.I. test in differentiating cases giving a biological false 
positive reaction to S.T.S., the proportion of which is 
tending to increase for various reasons, which are sug- 
gested. The T.P.I.A. test is considered to show promise 
as a supplement to the T.P.I. test in the serological 
diagnosis of syphilis. P. J. L. Sequeira 


780.. The Treponemal Immobilization Test as a Means of 
Verification of Newly Discovered Syphilitic Seroreactions. 
(Treponema pallidum immobilisations testen som verifi- 
kationspreve ved nyopdagede syfilitiske seroreaktioner) 
H. A. Ugeskrift for Leger (Ugeskr. Leg.] 
119, 63-71, Jan. 17, 1957. 4 figs., 5 refs. 


781. The Control of Congenital Syphilis by the Treat- 
ment of Syphilis during Pregnancy. (Bestrijding van 
congenitale syfilis door behandeling van de syfilitische 
zwangeren) 

F. M. HaacsMa. WNederlandsch tijdschrift voor genees- 
kunde (Ned. T. Geneesk.] 100, 3068-3077, Oct. 27, 1956. 
31 refs. 

A comparative study was made at the University Clinic 
for Skin and Veneral Diseases, Amsterdam, of the results 
of the treatment of syphilitic mothers during pregnancy 
with either (1) 450 mg. of neoarsphenamine together 
with the injection of 1-5 ml. of bismuth salicylate sus- 
pension twice weekly for 6 or 7 weeks, repeated after a 
6-week interval, or (2) with crystalline benzylpenicillin, 
320,000 units daily for 15 days, given in 3-hourly injec- 
tions of 40,000 units each to a total of 4,800,000 units. 
At the end of the study the number of women available 
(after deduction of 232 lost to follow-up) was 696, who 
had a total of 734 pregnancies yielding 746 infants. The 
infants were examined at the age of 6 weeks, 3 months, 
6 months, 1 year, and then every year up to the age 
of 5, or more often in the presence of positive signs 
of syphilis. 

The study showed that at least two courses of treat- 
ment with combined arsphenamine and bismuth are 
necessary during pregnancy if results comparable with 
those achieved with penicillin are to be obtained. 
Further, the combined treatment to be effective must be 
begun by the 4th month of pregnancy, since it has been 
shown that most probably invasion of the foetus does 
not take place before the 16th or 17th weeks of pregnancy 
and neoarsphenamine does not appear in the foetal 
circulation. When the mother’s serological reactions 
during pregnancy were negative all the children were 
healthy, but positive serological reactions, or reactions 
becoming positive, were of serious import for the child. 
All the children of 36 women (77 pregnancies) who had 
suffered from congenital syphilis were healthy, although 
only 5 of the mothers had negative serological reactions 
at the time of birth. The results of treatment with 
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penicillin in adequate dosage (not less than a total of 
4,800,000 units) were uniformly good, and in the late 
months of pregnancy very much superior to those 
obtained with combined arsenic and bismuth. 

The author states that if the syphilis has been adequately 
treated before pregnancy with either arsenic and bismuth 
(two courses after the serological reactions have become 
negative) or benzylpenicillin, further treatment during 
the pregnancy may often be unnecessary, but nevertheless 
careful serological control should be maintained. 

R. Crawford 


782. A Follow-up Study of Early Syphilis Cases Treated 
with Penicillin. [In English] 

H. FELDREICH. Acta dermato-venereologica [Acta derm.- 
venereol. (Stockh.)| 36, 291-293, 1956: 


A report is presented of 36 cases of early syphilis 
treated exclusively with procaine-penicillin to a total of 


10,200,000 units administered within 17 days by daily 


injecting 600,000 units. During periods of from }4 to 
44 years 32 patients were followed up, 22 of them for 
more than 3 years, and 10 for more than 4 years. There 
was one recurrence (reinfection?). The rate of cure 
thus is 96-87°%.—[Author’s summary. ] 


783. Penicillin Treatment of Asymptomatic Central 
Nervous System Syphilis. I. Probability of Progression 
to Symptomatic Neurosyphilis. II: Results of Therapy 
as Measured by Laboratory Findings 

R. D. Haun, J. C. Cutter, A. C. Curtis, G. GAMMON, 
A. HEYMAN, E. JonNwick, J. H. Stokes, H. SOLOMON, 
E. THomas, W. TIMBERLAKE, B. WEBSTER, and G. A. 
GLEESON. A.M.A. Archives of Dermatology [A.M.A. 
Arch. Derm.) 74, 355-366 and 367-377, Oct., 1956. 
1 fig., 10 refs. 


An investigation undertaken by the Co-operative 
Clinical Group of the U.S. Public Health Service into 
the value of penicillin in the treatment of asymptomatic 
syphilis of the central nervous system is reported in 
these two papers. 

Altogether a total of 765 patients with syphilis of 
at least 2 years’ duration, 264 of whom had had no 
previous treatment, were studied, involvement of the 
central nervous system being diagnosed from the changes 
in the cerebrospinal fluid (C.S.F.). The type of penicillin 
varied, and the amount given in the “‘ study treatment 
course ’’ ranged from less than 2,400,000 units to over 
9,000,000 units. Some patients had already received 
penicillin in a dosage judged to be inadequate, while 
others had been given the antibiotic for other than 
specific disease. A number of patients required peni- 
cillin after the course was completed, such re-treatment 
being needed more frequently by patients given aqueous 
penicillin or penicillin in oil and beeswax than by those 
given procaine penicillin. About 75% of the patients 
were observed for 2 years, 50% for 3 years, 25% for 
5 years, and 20°%% for more than 5 years. 

In the first paper the probability of clinical progression 
in spite of penicillin therapy is discussed. It was found 
that the “‘ maximum cumulative probability of progres- 
sion to symptomatic neurosyphilis ” was 3-31% 7 years 


after treatment. Only 12 of the 765 patients showed 
clinical progression, and in only one of these was treat- 
ment considered to be a failure. In the remaining 11 
patients so-called progression was believed to be the 
end-result of pre-existing neuraxial damage. From the 
results of this part of the investigation it is concluded 
that “‘ penicillin alone is capable of completely curing ” 
asymptomatic neurosyphilis. 

In the second paper the findings on examination of 
the blood and C.S.F. before and after treatment of these 
765 patients are described. Before treatment the C.S.F. 
in 59-4% of the patients contained 11 or more cells 


, per c.mm., which was considered to indicate an active 


inflammatory process, in 11°% it contained 5 to 10 cells 
per c.mm., and in 28-5% the cell count was normal. 
The protein content of the C.S.F. was raised in 30-8% 
—that is, 51 mg. per 100 ml. or higher; it was between 
40 and 50 mg. per 100 ml. in 23-3% and below 40 mg. 
per 100 ml. in 45-4%. An abnormal cell count (11 or 


‘more cells per c.mm.) was rare 4 years after the penicillin 


treatment; in 87-8°% the count was normal at 6 months. 
The fall in the cell count in the C.S.F. was considered 
to be the most sensitive index of response, but no clear 


relationship could be established between the cell count” 


and the dose of penicillin. The authors consider that 
9% of patients may need re-treatment for asymptomatic 


» neurosyphilis, regardless of the original dose of penicillin. 
- The protein concentration of the C.S.F. was still ab- 
normal 6 months after treatment in 142% of the 


patients and 12 months afterwards in 11:5%. The 
authors do not consider that a persistently high protein 
concentration in the C.S.F. necessarily indicates a poor 
prognosis. The results of serological tests for syphilis 
in this series are described in detail. They showed that 
a weak serological response could not be taken “ as 
indicating absence of C.S.F. involvement ”’. 

It is concluded that re-treatment is indicated only if 
the C.S.F. cell count increases significantly after treat- 
ment and remains high for more than 6 months after- 
wards. [The second paper cannot readily be abstracted; 
it should be read in full by all interested in the treatment 
of asymptomatic neurosyphilis. ] R. S. Morton 


784. The Correlation of Clinical and Necropsy Findings 
in Syphilitics. (Quelques données sur les relations entre 


observations cliniques et examens anatomo-patholo-— 


giques chez les syphilitiques) 

E. GyGrcy. Annales de dermatologie et de syphili- 
graphie [Ann. Derm. Syph. (Paris)| 83, 523-528, Sept.- 
Oct., 1956. 7 figs., 7 refs. 


785. Nongonococcal Urethritis in Males. Report on 
50 Cases Treated with Tetracycline 
H. E. MERLIN and B. G. CLARKE. New England Journal 
of Medicine [New — J. Med.) 255, 663-664, Oct. 4, 
1956. 6 refs. 


Tetracycline was administered orally to 50 patients 


with nongonococcal urethritis. Favorable results were - 


obtained in 48. The normal dose was 250 mg. 4 times 
daily for 5 days. No untoward reactions to the drug 
were observed.—[Authors’ summary.] 
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786. The Liver in Kala-azar 

P. C. Sen Gupta, N. K. CHAKRAVARTY, H. N. Ray, 

» and B. Das Gupta. Annals of Tropical Medicine and 
Parasitology {Ann. trop. Med. Parasit.| 50, 252-259, 

Sept., 1956. 4 figs., 10 refs. 


The authors record the histological and histochemical 
findings in liver biopsy material from 15 cases of kala- 
azar studied at the Calcutta School of Tropical Medicine. 
Leishmania donovani was demonstrated in all the cases. 
The histological changes in the liver varied considerably 
according to the degree of proliferation and parasitiza- 
tion of the Kupffer cells. The changes noted were: 
proliferation of the retjculo-endothelial cells, including 
the Kupffer cells, which were distended with leishmania ; 
collections of lymphocytes, plasma cells, and histiocytes 
resembling microscopical granulomata in the paren- 
chyma of the liver and in the region of the portal tracts; 
and mild degenerative changes in the parenchymal cells, 
with signs of regeneration. Although it is generally 
held that fatty changes and cirrhosis are common in 


kala-azar, the authors found such changes in only 3 and - 


4 cases respectively of the 15 investigated. ~As these 
changes were observed only in cases with complications 
or in patients with a history of hyperbilirubinaemia it 
is suggested that they are uncommon in uncomplicated 
kala-azar. 

Histochemical study of sections from 8 cases showed 
depletion of glycogen in the parenchymal cells in 3 cases 
of heavy infection and in one case of mild infection. 
Gomori’s method for the localization of alkaline phos- 
phatase was found of value for the demonstration of 
Leishmania in tissue sections. Normal values for 
alkaline phosphatase were found in 8 cases, and some 
patchy depletion in 3 cases, of the 11 examined. Tests 
of liver function (serum albumin : globulin ratio, blood 
prothrombin time, bilirubin content, and thymol tur- 
bidity) showed dysfunction in all cases. 

The complete findings are well summarized in a most 
useful table. C. L. Pasricha 


787. Final Report on the First Use of Puromycin for the 
Treatment of Sleeping Sickness 

C. TrincAo, A. R. Pinto, A. FRANCO, and A. NOGUEIRA. 
American Journal of Tropical Medicine and Hygiene 
[Amer. J. trop. Med. Hyg.] 5, 784-785, Sept., 1956. 
1 ref. 


In a previous paper (Amer. J. trop. Med., 1955, 4, 13; 
Abstracts of World Medicine, 1955, 18, 119) the authors 
reported the results obtained with “‘ puromycin” (now 
called “ stylomycin’’) in the treatment of trypanoso- 
miasis in 15 patients in Portuguese Guinea, the observa- 
tion period being 6 months. In this paper a final report 
is presented. 

The total dose of the drug was 9-5 to 13-5 g. given 
by mouth over a period of 7 to 10 days. In all cases 
trypanosomes disappeared from the blood and lymph 
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nodes within 48 hours. After 6 months, however, there 
was a relapse in 4 cases (all with nervous system involve- 
ment). Of the remaining 11 patients, 10 (5 with nervous 
system involvement) appeared to be completely cured 
when examined after 25 months. In one case an increase 
in the number of cells and in the protein content of the 
cerebrospinal fluid was observed after an interval of 
17 months. 

[Animal experiments have shown that this drug may 
exert a toxic action on the kidney, and further trials in 
human beings have been suspended until the significance 
of this has been elucidated.] F. Hawking 


788. Methods of Biological Control of the Treatment 
of Leprosy. (Les contréles biologiques du traitement 
des lépreux) 

E. BENHAMOU, B. FERRAND, A. SORREL, and J. C. CHICHE. 
Presse médicale [Presse méd.| 64, 1729-1732, Oct. 24, 
1956. 18 figs. 


The authors, writing from Algiers, note that the sul- 
phones have displaced all other drugs in the basic treat- 
ment of leprosy, and that sulphone treatment is often 
followed by rapid clinical improvement simulating cure. 
That a true cure is not attained, however, is shown by 
the occurrence of bouts of fever in some cases, and by the 
recrudescence of skin lesions, or the development of 
more serious complications such as amyloidosis, in 
others. 

They then review present diagnostic techniques in 
leprosy and discuss the value of some biological pro- 
cedures which can be used as means of verifying the 


value of treatment. Nasal smears are easily taken and- 


their examination usually gives a positive result in the 
lepromatous type of leprosy, but a negative finding is 
of little value. In the preparation of cutaneous smears 
they favour the technique of teasing out a snip of skin 
on a slide for Ziehl’s carbolfuchsin staining, supplemented 
by biopsy examination. Bone-marrow smears, obtained 
by sternal marrow puncture, yield bacilli in lepromatous 
cases but not in tuberculoid cases. The superficial lymph 
nodes are sometimes enlarged in leprosy and the fluid 
from such nodes may contain bacilli. Spleen and liver 
puncture, performed with the usual precautions, can be 
helpful in revealing the extent of the invasion of the 
reticulo-endothelial system and are regarded as valuable 
biological checks on the effect of treatment. The authors 
have also found electrophoretic analysis of the plasma 
proteins a most useful technique in assessing the progress 
of cure. In well-equipped laboratories the method of 
Tiselius is used, but even in primitive conditions the 
simple paper electrophoresis of Durrum can be used 
and gives satisfactory results. They have found that a 
raised serum y-globulin value ‘is indicative of the per- 
sistence of infection and an increase in the alpha- and 
beta-lipid content suggestive of amyloidosis. 
William Hughes 
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789. Blood Protein Abnormalities in Asthmatic Children 
H. S. Turr. Journal of Allergy [J. Allergy] 27, 487-493, 
Nov., 1956. 2 figs., 16 refs. 


In a study of the changes in the plasma protein pattern 
in asthma, carried out at the Jewish National Home for 
Asthmatic Children, Denver, Colorado, the serum of 
121 children aged 5 to 16 years who were suffering from 
severe asthma was examined by paper electrophoresis. 
Some of these patients were never free from asthma, while 
in others the attacks were intermittent. The study 
showed that the plasma albumin content was lowered, 
the mean value being 3-44 g. instead of 4:22 g. per 
100 ml., but the globulin value was increased (mean 


1-23 instead of 0-86 g. per 100 ml.), the «2-globulin © 
fraction was slightly increased, while the other fractions - 


remained unchanged. In 13 cases an extra, unusual, 
fraction was found in the region between the a2 and B 
globulins. The fact that the y-globulin level was highest 
after a considerable period of remission suggests that 
the increase in this fraction accompanies a recovery 
phase, and that injection of this protein might have good 
clinical results. H. Herxheimer 


790. Electrophoresis of Serum Protein in Asthma. Pre- 
liminary Report 

R. G. Ferri, E. MeEnNpes, T. J. B. Carposo, and 
T. Tuttya. Journal of Allergy [J. Allergy| 27, 494-503, 


Nov., 1956. 5 figs., 12 refs. 


At the University of Sao Paulo, Brazil, filter-paper 
electrophoretic analysis of the serum proteins of 41 
asthmatic patients and 38 normal subjects showed that 
in the patients there was an increase in the y-globulin 
fraction (1-79 g. as compared with 1-49 g. per 100 ml.) 
and in the a2-globulin fraction (0-78 g. compared with 
0-67 g. per 100 ml.). The albumin fraction showed a 
decrease, while the o;- and 8-globulin fractions remained 
unchanged. A new fraction, termed X, was found in 
the B-globulin region of the analytic strip in the case of 
18 asthmatic patients and of 3 normal subjects. There 
were no significant differences in the plasma protein 
pattern between patients with allergic and those with 
infective asthma. H. Herxheimer 


791. Adrenal Function in Allergy. I. Plasma 17- 
Hydroxycorticosteroid Concentrations in Children with 
Bronchial Asthma 

S. C. R. S. V. BirnBera, and V. C. KELLEY. 
Journal of Allergy [J. Allergy] 27, 504-513, Nov., 1956. 
2 figs., 35 refs. 


In the first part of this study of adrenal function in 
allergy, carried out at the Children’s Medical Group, 
Los Angeles, and the University of Utah, Salt Lake City, 
the plasma 17-hydroxycorticosteroid level was deter- 
mined in 57 children with mild to severe asthma and in 
32 non-asthmatic children. The values obtained were 
18-8 and 13-0 yg. per 100 ml. in the patients with severe 


and moderately severe asthma respectively, as compared 
with 4-5, 3-3, and 3-6 wg. per 100 ml. respectively in the 
normal subjects, the patients with mild, and those with 
asymptomatic asthma. When prednisone or predniso- 
lone was given the increase in the 17-hydroxycorti- 
costeroid level was in direct correlation with the amount 
of these drugs administered, but no critical plasma 
hormone level at which the majority of asthma patients 
became sesame could be determined. 
H. Herxheimer 


792. Wasp Venom Allergy and Immunity 

M. H. Lovevess and W. R. FACKLER. Annals of Allergy 
[Ann. Allergy] 14, 347-366, Sept.—Oct., 1956. 2 figs., 
5 refs. 


At New York Hospital (Cornell University), New York, 
in 9 patients sensitive to Wasp stings the level of sensi- 
tivity to wasp venom (obtained by the extirpation of 
venom sacs from live wasps) was determined by con- 
current skin and conjunctival tests. Desensitization by 
repeated injection of increasing doses of the venom was 
carried out within one 6-hour session. After desensiti- 
zation the skin and conjunctival response of the patients 
resembled that of normal subjects. It was further shown 
that three species of wasp and the honey bee and bumble 
bee possess a common allergenic factor in the venom, 
but that each species has also a specific component 
peculiar to itself. . H. Herxheimer 


793. Respiratory Allergy to Castor-oil Plant. (Allergic 
respiratoire au ricin) 

J. CHARPIN and A. ZAFIROPOULO. Semaine des hépitaux 
de Paris |Sem. Hép. Paris] 32, 2843-2845, Sept. 22, 1956. 
1 fig., 26 refs. 


The authors have sintetinined among their asthmatic 
patients living in Marseilles the incidence of allergic 
sensitivity to the dust derived from the residue after 
extraction of the oil from the castor bean. They found 
7 cases arising among workers due to occupational 
exposure and 71 cases among the general population of 
the city. A map shows that the distribution of the cases 
in relation to the castor-oil factories was determined by 
the direction of the prevailing wind, that is, from the 
north-west. In the susceptible patients acute rhinitis, 
tracheitis, and asthma (the syndrome resembling that of 
pollenosis) were provoked when this wind was blowing, 
and these symptoms were relieved if the subjects left the 
affected area. Vigorous reactions to a skin test were 
elicited by a dialysable thermostable extract of the dust. 

Preventive treatment consists mainly in control of the 
dust from the factories, humidification of the residues 
being especially useful. In a few cases specific hypo- 
sensitization was tried with careful precautions, the 
patients being treated in hospital and under cover of 
cortisone. The immediate results were considered 
excellent, but only with the passage of time can the long- 
term results be evaluated. J. Pepys 
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794. The Effect of Intravenous Fat Emulsions on Total 
Bilirubin Output as a Measure of Hemolysis in Human 
Subjects 

J. F. M. I. GrossMaAn, and H. C. MOELLER. 
Journal of Laboratory and Clinical Medicine [J. Lab. clin. 
Med.] 48, 379-385, Sept., 1956. 5 figs., 11 refs. 


The intravenous infusion of fat emulsions is frequently 
accompanied by undesirable side-reactions, particularly 
fever. The latter has been attributed by many workers 
to haemolysis, since free fatty acids are known to have a 
haemolytic activity. The determination of plasma 
haemoglobin levels foltowing a fat infusion, however, 
cannot be relied upon to reveal the presence of intra- 
vascular haemolysis, because in some cases these infusions 
cause a great increase in the mechanical fragility of the 
erythrocytes. 

However, as animal experiments have shown that the 
bilirubin output in the bile is a reliable guide to haemo- 
lysis the authors, working at Fitzsimons Army Hospital, 
Denver, Colorado, have investigated the output of bili- 
rubin in 11 patients (with external biliary drainage) 48 
hours before and 48 hours after the intravenous infusion 
of 600 ml. of “* lipomul ”’ (a 15% cottonseed-oil emulsion). 
A small quantity of bile was excreted in the faeces but the 
values obtained for total bile production, when com- 
pared with those in the literature, suggested that most 
of the bile had been collected. Fever occurred in 3 of 
the patients, none df whom, however, showed increased 
bilirubin excretion, nor was any increase observed in 6 
other patients. Thus in only 2 cases did the infusion of 
fat produce an increased excretion of bilirubin in the bile, 
and this increase was not statistically significant. These 
2 patients were the only ones in whom biopsy revealed 
the presence of disease of the liver, and one was the only 
patient clinically jaundiced at the time of the test; in 
neither of these 2 patients did the infusion cause any 
adverse effects. 

From their findings the authors conclude that intra- 
vascular haemolysis is not the cause of fever following 
intravenous infusion of fat emulsions. M. Lubran 


795. Metabolism of Citrovorum Factor and Folic Acid 
in Gout; Urinary Excretion Studies 

W. W. FALoon and S. Ditc. Journal of Laboratory and 
Clinical Medicine |J. Lab. clin. Med.| 48, 399-412,  Sept., 
1956. 6 figs., 17 refs. 


The increased rate of formation of urates, observed in 
some patients with gout, may be effected along non- 
nucleoprotein pathways. It has also been suggested 
that citrovorum factor and folic acid act in urate syn- 
thesis as transformylating agents, and that thus increased 
conversion of pteroylglutamic acid (PGA) to citrovorum 
factor may occur. 

At the State University of New York studies were 
therefore carried out on 8 male gouty patients and 14 


normal subjects to determine the urinary excretion of 
citrovorum factor and folic acid before and during 4 
days’ oral administration of 10 mg. of PGA daily. Four 
of the normal subjects (non-gouty male hospital patients) 
and the patients were on a diet moderately restricted in 
purines, while the remaining controls (including 8 healthy 
males and 2 healthy females) were receiving a general 
diet, which was restricted only in regard to ascorbic 
acid intake. 

Following the administration of PGA, urinary citro- 
vorum excretion was significantly lower in the gouty 
patients (mean 18-4 wg. per day) than in the normal 
subjects (mean 38-1 yg. per day). Urinary excretion 
of folic acid, however, was essentially ‘the same in the 
patients and healthy subjects (4,478 and 4,312 yg. per 
day respectively) but was low in the 4 non-gouty hospital 
patients (1,763 ug. per day). The blood ascorbic acid 
level was lower in the gouty patients than in the healthy 
subjects, but was not correlated with the excretion level 
of citrovorum factor in either group. Following the 
intramuscular injection of 3 mg. of citrovorum factor 
daily for 2 days in 3 healthy subjects and 3 gouty patients, 
the urinary excretion of citrovorum factor was signi- 
ficantly lower in the patients (mean 191-3 yg. per day) 
than in the normal subjects (mean 546 yg. per day), and 
folic acid excretion was also lower (275 compared with 
483-6 wg. per day); the blood ascorbic acid concentra- 
tion was similar in both groups. 

The administration of 1 g. of ascorbic acid daily 
considerably increased the urinary excretion of citro- 
vorum factor in 3 gouty patients receiving 10 mg. of 
PGA daily. However, no significant change in excretion 
of the factor occufred during the administration of PGA 
in patients receiving acetylsalicylic acid (4 g. daily), 
phenylbutazone (400 to 800 mg. daily), probenecid (2 g. 


daily), or colchicine (3 to 12 mg. daily), although marked 


increases in urate.excretion occurred in some cases. In 
5 gouty patients receiving PGA, in whom uric acid 
determinations were made, there was no correlation 
between the level of excretion of urates and that of folic 
acid or citrovorum factor, nor was there a significant 
change in serum urate level or urate excretion. Three 
patients in whom excretion of citrovorum factor had 
previously been low showed no excessive excretion of 
urates when they were later given a diet which was low 
in purine. 

The authors conclude that the decreased excretion of 
citrovorum factor in gout is due either to renal retention 
or to increased utilization of the factor. M. Lubran 


796. Idiopathic or Hypercatabolic Hypoproteinaemia. 
Case Examined by !31I-Labelled Albumin « 

M. ScHwartz and B. THomMseN. British Medical Journal 
[Brit. med. J.] 1, 14-17, Jan. 5, 1957. 2 figs., 22 refs. 
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797. Amino-acid Metabolism in Liver Disease. (Uber 
den Aminosdurenhaushalt bei Leberkrankheiten) 

D. MUtTING and V. WorTMANN. Deutsche medizinische 
Wochenschrift [Dtsch. med. Wschr.| 81, 1853-1856, 
Nov. 16, 1956. 2 figs., 26 refs. 


The authors have investigated at the University Clinics 
of Medicine and Surgery, Greifswald, Germany, the 
changes in the amino-acid content of the tissues and 
body-fluids in 103 cases of liver diseaSe, both acute and 
chronic, afid in particular have attempted to answer the 
following questions: (1) which amino-acids are excreted 
in excess in the urine; (2) what changes occur in the 
constitution of the blood and tissue proteins as a result 
of loss of amino-acids; and (3) the relationship, if any, 
between the changes in the amino-acids and the severity 
of liver-cell damage. The amino-acid content of the 
blood, muscle, and urine was determined by means of 
both electrophoresis and paper chromatography. 

[The results for 19 amino-acids ranging from aspara- 
gine to tyrosine are presented in tables, which cannot 
readily be abstracted. But these very extensive figures 
will certainly be of much value to all interested not only 
in hepatic disease but also in amino-acid metabolism. 
No summary of conclusions is given, the authors simply 
recording the severe changes in protein metabolism, as 
shown by disturbances in the amino-acids, which occur 
when liver function is grossly deranged.] 

J. W. McNee 


798. Primary Carcinoma of the Liver. (Mlepsu4unit 
pak neyeHH) 

B. KaRpzHIEV and S. SIVCHEV. Apxue [Tamoaozuu 
{Arkh. Patol.] 18, 69-73, No. 5, 1956. 12 refs. 


In a series of 32,172 post-mortem examinations carried 
out at the Chervenkov Medical Institute, Sofia, Bulgaria, 
during the 50-year period 1901 to 1951, primary car- 
cinoma of the liver was found in 153 cases (0-47°%). 
In relation to the total number of cases of carcinoma in 
the series (2,248), primary carcinoma of the liver con- 
stituted 689%. This incidence, although lower than that 
in China, Japan, Java, or Africa, is definitely higher than 
in Western Europe and the U.S.S.R. 

Histological examination in 103 of these cases showed 
that in 88 the tumour was a hepatoma, in 10 a chol- 
angioma, and in the remaining 5 cases of indefinite type. 
Extrahepatic metastases were found in 101 (66°%) of the 
cases, the distribution in the organs being as follows: 
lymph nodes 71 cases, lungs 49, pleura 12, peritoneum 8, 
bones 7, dura 5, adrenal glands and kidneys 4, brain 2, 
spleen and omentum one each. In 3 cases secondary 
deposits of a typical hepatoma were found in the wall 
of the gall-bladder. In 54% of the cases the primary 
hepatic carcinoma was associated with well developed 
“atrophic cirrhosis” of the liver, and in 28% with 
mild cirrhosis which in some cases was only recog- 
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nizable microscopically; jaundice was present in 67% 
of cases. Of the 153 patients 132 (86°) were men. 
The course of the disease was rapidly fatal, death 
ensuing in from 2 to 6 months from the time of diagnosis. 
A significant association with malaria and alcoholism 
was noted, A. Swan 


799. Treatment of Ulcerative Colitis with Local Hydro- 
cortisone 

S. C. TRuELOvE. British Medical Journal (Brit. med. J.} 
2, 1267-1272, Dec. 1, 1956. 1 fig., 14 refs. — 


In view of the proved value of cortisone in ulcerative 
colitis, and of the effectiveness of hydrocortisone applied 
locally in skin and joint diseases, the author decided to 
try hydrocortisone locally in cases of ulcerative colitis 
seen at the Radcliffe Infirmary, Oxford. This he did 
by a slow intrarectal drip of hydrocortisone in saline- 
alcohol, 60 to 120 mg. of the steroid being given each 
night for 2 weeks in some cases and for 3 weeks in others. 
The simple technique of administration, described in 
detail, can be easily mastered by patients and performed 
in their own homes. As cortisone encourages the spread 
of bacteria, cases with secondary infection were excluded. 

In the first series, of 6 patients treated for 3 weeks, 
sigmoidoscopy and biopsy were performed frequently 
and all the cases were followed up for one year. A satis- 
factory response was obtained in 4 cases, the patients 
rapidly losing their symptoms; one remained almost 
entirely well for a year, and the other 3 had a mild 
relapse after 6 months, 8 months, and 11 months respec- 
tively. In another group 15 patients, including those 


_ from the first group who had relapsed, were given nightly 


treatment for 2 weeks but without close supervision or 
long follow-up. Ten patients went into clinical remis- 
sion ard one showed improvement. Of the 4 patients 
who had relapsed after successful previous treatment, 
3 rapidly improved again. Thus of the 21 courses of 
treatment, 14 produced clinical remission and one 
improvement. Almost all patients responded rapidly in 
afew days. Sigmoidoscopically, there was improvement 
corresponding with the clinical state, but only in one 
case did the mucosa return to normal. Histologically, 
the appearances were much the same at the end of 
treatment as at the beginning. In somé cases they were 
worse; it is not known whether this was due to the 
hydrocortisone or to the vehicle, 44°% ethyl alcohol. 

It was demonstrated radiologically that fluid given by 
this method travels as far as the splenic flexure in all 
cases and to the ascending colon in some, provided the 
anal sphincter is intact. It is stressed that patients 
experience symptomatic relief only, that the alcohol 
may be harmful, and a water-soluble preparation may 
be better. He points out that this was not a controlled 
trial and that it is possible that the treatment may have 
had a psychosomatic effect. A. Gordon Beckett 


Cardiovascular System 


800. The Effects of Adrenergic-blocking Agents on the 
Pulmonary Circulation in Man 

J. MAcKINNON, C. F. H. Vickers, and E. G. WADE. 
British Heart Journal (Brit. Heart J.] 18, 442-448, Oct., 
1956. 2 figs., 12 refs. 


This investigation, which was carried out at the Royal 
Infirmary, Manchester, was designed to study the effect 
of adrenergic blocking agents on pulmonary vascular 
dynamics—that is, cardiac output, pulmonary pressures, 
and resistance. 

To 13 patients (11° with mitral stenosis, one with 
pulmonary heart disease, and one with slight pulmonary 
stenosis) injections were given of “* hydergine ” (0-15 to 
0-6 mg.; 7 observations) or tolazoline hydrochloride 
(12:5 to 25 mg.; 4 observations) into the pulmonary 
artery through a catheter, or tolazoline hydrochloride by 
mouth (50 mg.; 2 observations). It was found that 
these agents had no constant effect, and thus no support 
was obtained for the view that the sympathetic nervous 
system plays a part in haemodynamics. In a case of 
severe mitral stenosis tolazoline caused a marked rise in 
pulmonary arterial pressure and resistance and a fall in 
cardiac output; in cases such as this the intravenous or 
intra-arterial use of this drug is discouraged as being 
dangerous. A. Schott 


Cardiac Surgery with Hypothermia and Acetyl- 
choline Arrest 
P. V. Moutper, R. G. THompson, C. A. Smit, B. L. 
SieGeL_, and W. E. Apams. Journal of Thoracic Surgery 
[J. thorac. Surg.] 32, 360-370, Sept., 1956. 2 figs., 
15 refs. ° 


One of the major complications encountered during 
hypothermia is ventricular fibrillation. The @recise 
reason for this has not been finally established but it 
would appear that maintenance of a near normal acid—base 


balance is an’ important factor. Hypothermia protects 
the heart and the coronary circulation during occlusion. 
If, however, the metabolic activity of the myocardium 
can be still further reduced by inducing cardiac stand- 
still a desirable wider margin of safety in cardiac surgery 
can be achieved. 

At the University of Chicago acetylcholine was used 
to inhibit the function of the heart. The effects of this 
drug can be readily reversed with atropine, and the 
’ experimental work carried out showed that the margin 
of safety obtained with cooling and acetylcholine was 
greater than if the drug had not been used. In 5 cases 
in which this method was employed, the operation field 
was satisfactory, but 2 of the patients died during the 
course of the operation [anatomically their condition 
was not very suitable], and one other patient died from 
pulmonary embolism a week later. 

T. Holmes Sellors 


CONGENITAL HEART DISEASE 


802. Congenital Heart Defects following Maternal 
Rubella during Pregnancy 

D. Sruckxey. British Heart Journal [Brit. Heart J.} 
18, 519-522, Oct., 1956. 19 refs. 


The types of congenital heart defect that may occur 
in children born of mothers who had rubella during 
pregnancy are discussed with reference to 27@ases seen 
at the Royal Alexandra Hospital, Sydney, during the 
5 years ending December, 1953. Of these 27 patients, 
10 with patent ductus arteriosus and 6 with other con- 
genital heart defects were born in 1940 during the height 
of the rubella epidemic in Australia. It is estimated 
that the incidence of patent ductus in such children is 
about 88 times the normal and that of other congenital 
heart lesions about 11 times the normal. In foetal life 
the cardiac septa and the main vessels and valves are 
susceptible to damage by environmental factors only 
for a short period of some 5 weeks during development. 
The ductus arteriosus, however, is present for many 
months of foetal life and for a short time after birth, 
and the mechanism of closure may conceivably be 
damaged at any stage. It is suggested that this longer 
period of risk may explain the much greater incidence 
of patent ductus arteriosus in these children. Since in 
the general population the incidence of this defect is not 
greater than that of other congenital cardiac defects, it 
seems likely that genetic rather than environmental 
factors are responsible. The generally-observed pre- 
ponderance of females with patent ductus is also charac- 
teristic of these patients with a maternal history of 
rubella (11 out of 13 patients were girls). About 
2°% of all congenital heart defects appear to result from 
maternal rubella during pregnancy. T. Semple 


803. Surgical Treatment of Ventricular Septal Defects: 
a Method Utilizing Selective Coronary Perfusion and 
Hypothermia 

J. B. Grow, C. V, Demona, and C. R. HAwes. Journal 


of Thoracic Surgery [J. thorac. Surg.] 32, 669-674, Nov., 


1956. 1 fig., 3 refs. 


Experiments in dogs have shown that closure of a 
ventricular septal defect under hypothermia alone carries 
a high mortality, and that the high incidence of ventri- 
cular fibrillation is largely due to coronary insufficiency. 
The authors, in this paper from the Children’s Hospital, 
Denver, Colorado, describe a technique whereby coronary 
artery perfusion can be maintained during hypothermia. 
Arterialized venous blood, taken from donors just 
before it was required, was fed into the aorta, which was 
isolated by tapes, via the subclavian artery. The sino- 
auricular node was blocked and the circulation was 
stopped in the usual way. The infusion was given at 
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the rate of 2 ml. per pound [sic] per minute, up to a 
maximum of 120 ml. a minute. This technique was 
used in 10 patients with interventricular septal defects, 
7 of whom survived; 2 patients died at operation (one 
with complete heart block) and one died 2 months 
afterwards. Complete bundle-branch block occurred in 
3 of the survivors. J. R. Belcher 


PERICARDITIS 


804. Acute Benign Nonspecific Pericarditis without a 
Pericardial Friction Rub 

M. L. GELFAND and L. Goopkin.. Annals of Internal 
Medicine [Ann. intern. Med. 45, 490-504, Sept., 1956. 
5 figs., 21 refs. 


Classically, the diagnosis of acute benign pericarditis 
rests on the triad of symptoms consisting of (1) precordial 
pain aggravated by coughing, breathing, and bodily 
movement, (2) signs of infection, and (3) a pericardial 
friction rub. This is confirmed by finding definite 
extensive changes on serial electrocardiography. Because 
acute benign pericarditis closely resembles acute coronary 
occlusion with myocardial infarction, accurate differen- 
tiation between the two conditions is essential inasmuch 
as they carry a widely different prognosis and require 
diametrically opposed treatment. With this in mind the 
authors, from New York University Post-Graduate 
Medical Center, report 5 cases which presented the 
classic clinical picture and serial electrocardiographic 
changes of acute non-specific pericarditis, but in 4 of 
which a pericardial friction rub was not heard at any 
time. The history, clinical findings, results of laboratory 
studies, and serial electrocardiograms are described. 

On the basis of these 5 cases and a review of the 
literature the possible aetiology of the condition is dis- 
cussed and the signs and symptoms are considered in 
detail. Pain, the most prominent symptom, may re- 
semble that of pneumothorax, pleurisy, an acute abdo- 
minal condition, or more especially that of myocardial 
infarction; indeed, it may be impossible to differentiate 
acute pericarditis from the last-mentioned condition on 
the basis of pain alone. The fever which usually occurs 
at some stage of the illness may be of high or low grade 
and is of meagre diagnostic value. A polymorpho- 
nuclear leucocytosis occurs at the onset of the disease, but 
the leucocyte count returns to normal when the fever 
subsides. The pericardial friction rub, while considered 


_ by some to be essential for diagnosis, was present in 


only 50% to 75% of cases reported in the literature and 
is easily missed, since it may be only of brief duration 
or localized to a very small area of the chest wall. When 
present it is a helpful sign. Cardiac enlargement is 
common and may be due to dilatation or to pericardial 
effusion; characteristically the heart size returns to 
normal with clinical recovery. Approximately 50% of 
cases show pleural involvement or lung infiltration, which 
is usually on the left side and is a reversible condition. 
One of the most helpful signs in establishing the diagnosis 
of acute benign pericarditis is the rapidity with which the 
disease assumes a benign course, though the patients 
may initially appear ill. Some cases may present with 
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peripheral circulatory collapse and cardiac arrhythmia 
suggestive of more serious cardiac disorders, but the 
speed of their clinical recovery excludes this possibility. 
The diagnosis of acute benign pericarditis may be further 
confirmed by a consistently raised erythrocyte sedimenta- 


tion rate persisting after the febrile phase and even after — 


clinical recovery. Estimation of the blood transaminase 
level may be of value in the differential diagnosis, since 
it has recently been shown that while this remains normal 
in acute benign pericarditis it is raised in acute myocardial 
infarction. 

The authors consider that serial electrocardiographic 
changes provide the most important clue in the recogni- 
tion of non-specific pericarditis. Although similar 
changes may be observed in cases of myocardial infarc- 


tion involving both anterior and posterior walls, the 


patients are far more ill and the electrocardiograms 
rarely, if ever, return to normal in so short a time 
(6 weeks to 3 months). L. G. Fallows 


805. Constrictive Pericarditis: a Review and Long- 
term follow-up of 78 Cases 
J. C. DALTon, R. J. PEARSON, and P. D. WHITE. Annals 
of Internal Medicine [Ann. intern. Med.] 45, 445-458, 
Sept., 1956. 1 fig., 9 refs. 


The clinical aspects of 78 cases of constrictive peri- 
carditis have been studied. Forty-two patients who have 
been operated upon are still living. Six have been 
followed for over 20 years, 10 for over 10 years, and 
11 for over 5 years. All of the patients followed over 
20 years are living normal, unrestricted lives. Operative 
results have been classified and operative mortality has 
been calculated on initial and later operations. The 
majority of patients who are symptom-free post- 
operatively show some abnormal physical signs. The 
clinical features of the patients classified as showing 
excellent results, fair results and failures have been 
compared. 

Several interesting features have been noted: (a) Dys- 
pnea, ankle edema and abdominal swelling are the most 
frequent complaints. Neck vein distension and hepato- 
megaly were the most frequent physical findings. (b) A 
systolic blood pressure above 130 mm. Hg was found 
in only one patient preoperatively, whereas wide pulse 
pressures were not rare (greater than 50 mm. Hg in 
9% of cases). Systolic blood pressures commonly rose 
postoperatively, but no patient became seriously hyper- 
tensive. (c) Cardiac enlargement was present in one- 
half the cases. Cardiac pulsations were diminished in 
four-fifths of the cases but were fluoroscopically normal 
in the other fifth. (d) Abnormal electrocardiograms 
were present in every case. The T waves were abnormal 
in 100% of the cases. The P waves were abnormal in 
72% of those cases with normal rhythm. Atrial 
arrhythmias were common, having been found in 34 
of the 78 cases; fibrillation was identified in 27, being 
constant in 19, while flutter occurred in 3, 2 of which 
changed to fibrillation. (e) Calcification was noted in 
the pericardium in 60°% of the cases. 

The characteristic cardiac catheter findings have been 
reviewed.—[Authors’ summary.] 


| 


CHRONIC VALVULAR DISEASE 


806. The Relationship of Displacement of the Eso- 
phagus to Left Atrial Volume and Heart Size in Persons 
with Mitral Stenosis 

L. A. Sotorr and J. ZATUCHNI. American Journal of 
Medicine [Amer. J. Med.| 21, 551-554, Oct., 1956. 
1 fig., 8 refs. 


A study of the character of displacement of the oeso- 
phagus in mitral stenosis with and without cardiomegaly 
and the relationship of the degree of displacement to 
the volume of the left atrium is reported in this paper 
from Temple University School of Medicine, Phila- 
delphia. Radiographs of the oesophagus were taken 
in 16 cases of mitral stenosis with a significant lesion, 
the left lateral projection being found to be the best for 
demonstrating the presence and degree of localized dis- 
placement. Angiographic studies showed that the left 
atrium enlarged maximally from side to side, although 
as the heart enlarged there was a tendency for the dis- 
placement of the oesophagus to lose its characteristic 
localized form which persisted longest in the left lateral 
projection. No relationship was observed between the 
degree of displacement of the oesophagus and the volume 
of the left atrium, or between the latter and the size of 
the heart. J. B. Wilson 


807. Left Heart Catheterization. II. With Particular 
Reference to Mitral and Aortic Valvular Disease 

B. G. Musser, J. BouGas, and H. GOLDBERG. Aynerican 
Heart Journal |Amer. Heart J.] 52, 567-580, Oct., 1956. 
11 figs., 16 refs. 


Using the method described previously (Amer. Heart J., 
1956, 52, 359; Abstracts of World Medicine, 1957, 21, 
100), the authors, in a study at the Hahnemann Medical 
College and Hospital, Philadelphia, catheterized the left 
heart in 125 patients with rheumatic heart disease 
(simultaneously with the right heart in 21 patients). 
The’ pressure gradient across the mitral valve during 
ventricular filling was determined by planimetry, and 
that across the aortic valve was calculated from the left 
ventricular and central aortic pressure tracings or the 
brachial arterial pressure tracing. In pure mitral stenosis 
it is desirable to perform simultaneous bilateral cathe- 
terization in order to determine the rate of blood flow 
across the valve and hence the degree of stenosis. 

In 2 subjects with normal cardiovascular systems the 
mean left atrial pressures were 5 and 8 mm. Hg respec- 
tively. Although a small gradient must exist, none was 
demonstrated either between the atrium and ventricle in 
diastole or between the ventricle and aorta in systole. 
Negative gradients of 15 and 10 mm. Hg between the 
left ventricle and brachial artery were found. In 26 
patients with pure mitral stenosis the mean left atrial 
pressures varied between 8 and 40 mm. Hg. The ventri- 
cular filling pressure gradients (V.F.G.) across the mitral 
valve ranged between 4 and 37 mm. Hg. In normal 
sinus rhythm the gradient was increased at end-diastole, 


whereas in atrial fibrillation it was greater in early 


diastole and diminished thereafter. Of 9 patients with 
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pure mitral regurgitation no V.F.G. was demonstrated 
in 3; in 6 the gradient ranged between 2 and 9 mm. Hg 
in early diastole only. Of 14 patients with combined 
mitral stenosis and regurgitation the V.F.G. resembled 
that in cases of pure mitral stenosis. Aortic stenosis 
was studied in 38 patients; in 19 the lesion was pure, 
and the left ventricle was entered in 16 of these and the 
aorta in 7. Systolic pressure gradients across the aortic 
valve, found in all cases, ranged from 80 to 150 mm. Hg. 
The left ventricular—brachial artery pressure gradient for 
the entire group ranged between 30 and 135 mm. Hg. 
Patients with aortic insufficiency (with or without 
stenosis) and with multivalvular lesions were also 
studied. R. S. Stevens 


808. Chest and Joint Pains after Mitral Commissuro- 
tomy. Nature and Prognosis of the Post-commissurotomy 
Syndrome. (Les douleurs thoraciques et articulaires 
aprés commissurotomie mitrale. Nature et pronostic du 
syndrome post-commissurotomie) 

B. CoBLENTZ, B. HILLEMAND, and J. LENEGRE. Archives 
des maladies du ceur et des vaisseaux [Arch. Mal. Ceur] 
49, 535-550, June, 1956 [received Sept., 1956]. -19 refs. 


The authors discuss the nature of the post-commis- 
surotomy syndrome after operation on the mitral valve, 
and its relation to the rheumatic infection. In a series 
of 170 cases in which mitral valvotomy was performed 
at the Hépital Broussais, Paris, between 1951 and 1954 
there were 27 cases in which pain in the chest or joints 
was a prominent postoperative complication. In 15 of 
these there was associated pyrexia, but no biological 
evidence of rheumatic activity; the remaining 12 cases 
were afebrile. The ultimate result of the operation was 
not prejudiced by these symptoms. Aspirin in doses of 
2 to 4 g. per day was effective in most cases. 

[The authors offer no satisfactory explanation of this 
syndrome, but do not believe it to be due to reactivation 
of the rheumatism.] James W. Brown 


809. A Preliminary Evaluation of Transventricular Aortic 
Commissurotomy with an Improved Dilator 

G. A. LoGaN, K. A. MERENDINO, G. G. BERGy, and 
R. A. Bruce. New England Journal of Medicine [New 
Engl. J. Med.| 255, 802-809, Oct. 25, 1956. 3 figs., 
12 refs. 


The authors report from the University of Washington 
School of Medicine, Seattle, the results in 15 cases of 
aortic stenosis treated by transventricular commissuro- 
tomy, in which a modified Bailey dilator was used for 
the first time. As this new instrume¢gt is very slender 
(diameter 35 inch (5-5 mm.)) it needs only a small 
ventricular incision, sometimes not even requiring sutures, 


so that haemorrhage was not a problem. There were 


no serious arrhythmias and no operative deaths. How- 
ever, in 3 early cases minor cerebral embolism occurred, 
and after this temporary occlusion of the left carotid 
and inncesinate arteries wus peactiand and were 
more such incidents. 

The predominant indication for operation was aortic 
stenosis with a significant degree of disability; contra- 
indications included recent myocardial infarction and 
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bacterial endocarditis. Of the 15 patients, whose ages 
ranged from 29 to 62, 13 were male. The aetiology was 
rheumatic in all cases, while in 5 there was also aortic 
insufficiency or mitral stenosis. Three patients died of 
heart failure soom after operation, one with clinical 
aortic insufficiency and all with marked, calcification, 
but of the 12 survivors 8 showed significant improvement 
and 2 others relief of symptoms. The average follow-up 
period was 6 months. 

In the authors’ experience improvement appears to be 
less likely in older patients, and more likely when there 
is an associated mitral commissurotomy. In this series 
there were no changes in the electrocardiogram or in 
heart size on fluoroscopy, and few changes in blood 
pressure. There was marked improvement in the results 
of exercise-tolerance tests in 10 of the patients. The 
limitations imposed by the small number of patients 
and the presence of other valvular lesions are recognized. 
The authors conclude, however, that long duration and 
severe disability are not necessary contraindications to 
operation, but caution is advised in cases which fail to 
respond to preliminary medical treatment, in older 
patients, and in those with aortic insufficiency or very 
severe Calcification. While some surgeons have expressed 
dissatisfaction with the transventricular approach the 
authors have found it satisfactory. ‘ 
M. Meredith Brown 


DISTURBANCES OF RHYTHM AND 
CONDUCTION 


810. Factors Influencing Conversion of Chronic Atrial 
Fibrillation with Special Reference to Serum Quinidine 
Concentration 

M. Soxotow and R. E. BALL. Circulation [Circulation 
(N.Y.)] 14, 568-583, Oct., 1956 (Part I). 13 figs., 20 refs. 


Conversion to sinus rhythm in 169 cases of chronic 
auricular fibrillation and 8 cases of auricular flutter by 
administration of quinidine was attempted at the Uni- 
versity of California School of Medicine, San Francisco. 
The causes of the arrhythmia were rheumatic heart 
disease (94 cases), coronary arterial disease (38 cases), 
hypertension (20 cases), thyrotoxicosis (10 cases), con- 
genital heart disease (1 case), and miscellaneous con- 
ditions (14 cases). Before the conversion was attempted 
all patients received an adequate dosage of digitalis, and 
cardiac failure and metabolic disturbances, when pre- 
sent, were corrected so far as possible. After a test 
dose of 0-2 g. of quinidine to determine sensitivity, 
progressively increasing doses of the drug were given 
2- or 4-hourly. Changes in the electrocardiogram were 
recorded and the serum quinidine levels were estimated 
at intervals during treatment. | 

Of the 214 attempts at conversion in the 169 patients, 
153 were successful and 61 were failures. The average 
daily dose of quinidine necessary for conversion was 2:2 g. 
(corresponding to a serum level of 6-1 yg. per ml.). 
Factors which lessened the chance of successful con- 
version included rheumatic heart disease (the poorest 
results being obtained in patients with predominant 
mitral regurgitation), the presence of cardiac failure, and 


atrial fibrillation of more than 6 months’ +ration, other 
less important factors being metabolic and gastro- 
intestinal disturbances and acute infections. “Neither the 
patient’s age nor previous embolic incidents had any 
influence on the conversion rate. The best results were 
obtained in non-rheumatic patients with atrial fibrillation 
of less than 6 months’ duration and without heart failure 
(95% success). 

A daily maintenance dose of 1-6 g. (corresponding to a 
serum quinidine level of 5 zg. per ml.) was generally 
effective in preventing relapse. Sinus rhythm could 
usually be maintained with a dosage of quinidine suffi- 
cient to give a serum concentration of 5 yg. per ml., 
equal to 60°%% or more of the peak conversion level; on 
this regimen only 20% of cases relapsed. Symptoms of 
quinidine toxicity included ventricular tachycardia or 
premature systole, hypotension, gastro-intestinal dis- 
turbances, and a prolonged QRS interval on the electro- 
cardiogram. Generally, toxicity was related to a high 
serum quinidine concentration, the incidence increasing 
rapidly with a serum level of more than 8 yg. per ml. 

The benefits of conversion to normal rhythm include 
control of intractable cardiac failure, improved exercise 
tolerance, abolition of palpitations, and reduced risk of 
embolic episodes. Gerald Sandler 


811. The Effect of Intravenous Administration of Potas- 
sium Chloride on Ectopic Rhythms, Ectopic Beats and 
Disturbances in A~V Conduction 

J. C. Betrincer, B. SuRAwIczZ, J. W. BRYFOGLE, B. N. 
ANDERSON, and S. BELLET. American Journal of Medi- 
cine [Amer. J. Med. 21, 521-533, Oct., 1956. 8 figs., 
38 refs. 


The effect of the intravenous infusion df potassium 
chloride, given under continuous electrocardiographic 
(ECG) control, on ectopic arrhythmia and A-V con- 
duction was studied in 59 patients at the Philadelphia 
General Hospital. The infusion contained 10 mEq. of 
potassium chloride per 100 ml. of 0-45% saline solution, 
the total dose of potassium chloride ranging from 6 to 
60 mEq., given over a period of 10 to 140 minutes. 

It was found that potassium was as effective in abolish- 
ing ectopic beats in patients receiving digitalis as it was 
in those who were not receiving the latter drug—indi- 
cating that factors independent of the digitalis were 
involved in the production of the arrhythmias. These 
factors, it is suggested, might be a low serum potassium 
level or even a lowered myocardial potassium level, 
although in this series of cases no marked difference was 
observed between the effect of potassium administration 
in patients with hypopotassaemia and those without, 
nor was there any significant difference between the 
effect of potassium in patients with varying degrees of 
heart disease (where there might be a lowered myocardial 
potassium level) and in those without heart disease. 
It was noted that elimination of ectopic beats by 
potassium was seldom accompanied by any other altera- 
tion in the ECG. 

The changes caused by the administration of potassium 
and the possible mechanism of the action of the salt are 
discussed. J. B. Wilson 
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CORONARY DISEASE AND MYOCARDIAL 
INFARCTION 


812. C-reactive Protein in Acute Coronary Disease. A 
Clinical Study. [In English] 

O. WAGER and K. HALtstr6M. Cardiologia [Cardiologia 
(Basel)| 29, 321-331, 1956. 16 refs. ‘ 


The presence in human serum of C-reactive protein 
(C.R.P.), so-called because it forms a precipitate with 
somatic pneumococcal C-polysaccharide, can be detected 
by incubating the serum with a specific antiserum from 
rabbits hyperimmunized with purified C-reactive protein. 
It is not present apparently in the serum of healthy 
subjects, but is found in the serum of patients with 
rheumatic fever and has been used as a measure of the 
activity of this disease. 

At the University of Helsinki serial tests for C.R.P. 
were carried out in 92 Cases of acute coronary disease. 
The results were positive on one or more occasions in 
47 out of 50 cases of myocardial infarction with a typical 
electrocardiogram (ECG). In 10 of these, the result was 
negative at first but became positive subsequently. The 
C.R.P. appeared in the circulation on the average 29 
hours after the attack of myocardial infarction, while 
the erythrocyte sedimentation rate (E.S.R.) increased 
after an average of 47 hours. In all cases the reaction 
was maximum within the first week (average 3 days) 
after admission to hospital. It became negative again 
after an average of 13 days, whereas the E.S.R. did not 
return to normal for 23 days. There was a positive 
reaction to the test on one or more occasions in 17 out 
of 28 cases of acute coronary insufficiency without proof 
of infarction in the ECG and in 10 out of 14 cases of 
suspected infarction but with an equivocal ECG. 

Robert de Mowbray 


813. The Effect of Ligation of the Internal Mammary 
Artery on Myocardial Insufficiency. (Influenze della 
legatura delle arterie mammarie interne sulla insuffi- 
cienza miocardica) 

G. pe Marcui, M. BATTEzzati, and A. TAGLIAFERRO. 
Minerva medica [Minerva med. (Torino) 2, 1184-1195, 
Oct. 17, 1956. 


It has been previously shown that a potential anasto- 
motic circulation exists between the small branches of 
the first part of the internal mammary artery and those 
of the periaortic and pericardial arteries, and in some 
cases branches of the coronary circulation. In the light 
of this knowledge the authors, at the University Surgical 
Clinic, Genoa, have performed bilateral ligation of the 
internal mammary artery in the second intercostal space 
in 18 patients suffering from various forms of myocardial 
ischaemia and insufficiency. Clinical details are given 
of each case; all the patients had severe symptoms and 
had already undergone extensive medical treatment with- 
out relief. 

The results of this operation are here recorded after a 
follow-up of at least one year. Disappearance of some 
or all of the symptoms was observed in 17 of the 18 
patients. In 7 suffering from coronary arterial sclerosis 


and non-congestive ventricular insufficiency there was 
relief from nocturnal dyspnoea, anginal pain, palpita- 
tions and cardiac arrhythmias, with improved diuresis and 
consequent loss of oedema. In 10 cases of non-conges- 
tive hypertensive myocarditis the results were fair, while 
one 70-year-old man in congestive hypertensive failure 
died 3 months after operation, having obtained only very 
slight benefit. The authors discuss the physiology of 
heart failure and express the view that this type of 
treatment seems especially beneficial in patients with 
coronary arterial sclerosis. C. A. Jackson 


814. Glutamic-oxalacetic Transaminase in the Diag- 
nosis of Myocardial Infarction. I. Serum Transaminase 
Activity in Relation to the Clinical Picture. [In English] 
G. BiOrck and A. HANSON. Acta medica Scandinavica 
[Acta med. scand.| 155, 317-324, Oct. 8, 1956. 1 fig., 
12 refs. 


Glutamic oxalacetic transaminase is a catalytic enzyme 
widely distributed in animal tissues and especially in 
heart muscle. High serum levels have previously been 
found in the first few days after the occurrence of myo- 
cardial infarction. In the authors’ wide clinical experi- 
ence this latter condition may present many atypical 
patterns and, as they point out, a specific and accurate 
biochemical test for recent necrosis of heart muscle 
would be most valuable. They have therefore studied 
spectrophotometrically the serial serum transaminase 
levels in 86 consecutive cases of suspected myocardial’ 
infarction admitted to Allmanna Sjukhuset (University 
of Lund), Malmé, Sweden, in an attempt to determine 
whether: (1) the test is specific for recent myocardial 
infarction; (2) it gives any information additional to 
that obtained from routine tests; (3) it can replace other 
methods of diagnosis. The clinical history and electro- 
cardiographic recordings af the 86 patients were examined 
retrospectively and correlated with the serum trans- 
aminase levels; the results are presented in a series of 
tables, which also show the individual correlations. The 
method of determination of transaminase activity is 
described. Values for enzyme activity of over 40 units 
per ml. were taken to represent a positive result, those 
between 35 and 40 units per ml. as questionable, and 
those below 35 units per ml. as negative. 

In the discussion [but both the tables and the dis- 
cussion are confusing and difficult to interpret] the 
authors state that serum transaminase levels of over 
40 units per ml. are indicative of tissue destruction— 
presumably of heart muscle in cases of suspected myo- 
cardial infarction—and that the finding of a negative 
result in the few days immediately following such an 
incident excludes the possibility of infarction. In the 
11 patients who died and came to necropsy the results 
for transaminase activity were more closely correlated 
with the post-mortem findings than was the clinical 
picture or the electrocardiogram. The authors therefore 
recommend that serum transaminase activity should be 
estimated routinely in cases of suspected myocardial 
infarction and that a positive result (over 40 units per ml.), 
in the absence of severe liver damage, is a strong indica- 
tion of recent infarction. Francis Page 
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815. Surgical Treatment of Chronic Cardiac Aneurysm 
Occurring after Infarction. (Xupypruueckoe 
XPOHHYECKOH aHEBPHSMbI nocne 

B. SHPACHEK. Kaunuyecxkan Meduyuna [Klin. Med. 
(Moek.)| 34, 30-34, No. 9, Sept., 1956. 3 figs., 8 refs. 


In this paper from the Institute of Clinical and Experi- 
mental Surgery, Prague, the author describes his technique 
for the repair of chronic post-infarction aneurysm of the 
anterior wall of the heart and the results obtained with 
it in 4 cases. Under general endotracheal anaesthesia 
entry is gained to the thorax anteriorly through the beds 
of the 5th and 6th ribs, the pericardium opened, and after 
the size of the aneurysm has been assessed it is then 
covered by a specially prepared pedicle graft taken from 
the intercostal muscles. The graft is attached by sutures 
at the poles and along the sides, the sutures being inserted 
into the healthy myocardial muscle so that when they 
are tightened the aneurysmal sac is pushed in and the 


' myocardial wall thus restored. 


Of the 4 patients operated on, one of them twice, all 
were seriously incapacitated before operation, 2 suffering 
from severe and frequent attacks of angina pectoris and 
2 showing signs of progressive cardiac insufficiency. In 
3 cases the patients, 18, 12, and 9 months respectively 
after operation, are quite well, being free from anginal 
pain and capable of work. The fourth patient died 7 
months after operation, death being due to chronic 
cardiac insufficiency with aneurysmal dilatation of the 
interventricular septum and Bernheim’s syndrome; 
at necropsy the muscle graft was found to be strongly 
united with the aneurysmal wall, well vascularized, and 
partly ingrown by connective tissue. The author con- 
siders that this method is an improvement upon others 
described previously, since it not only removes the “* dead 
space ” of the aneurysmal sac; thus restoring to normal 
the disturbed haemodynamic relations, but also results 
in a strong scar which, though incapable of contraction, 
yet is rigid enough to prevent paradoxical pulsation of 
the ventricular wall. Marcel Malden 


HEART FAILURE 


816. Aldosterone Activity and Sodium Retention in 
Heart Failure and Their Pathophysiological Significance. 
(Uber die Aldosteronaktivitat und Natriumretention bei 
Herzkranken und ihre pathophysiologische Bedeutung) 
H. P. Worrr, K. R. Koczorex, E. BUCHBORN, and 
M. KOuter. Kilinische Wochenschrift [Klin. Wschr.]} 
34, 1105-1114, Nov. 1, 1956. 7 figs., 28 refs. 


In heart failure with oedema there is diminished con- 
centration of sodium in the urine, intestinal secretions, 
saliva, and sweat suggestive of hormonal restriction of 
sodium excretion. At the same time increased aldo- 
sterone activity has been demonstrated in the urine of 
patients with heart failure, although quantitatively the 
results reported so far have been rather variable. In 
the present study, carried out at the University of 
Marburg, the authors, using the recently described 
physico-chemical method of Neher and Wettstein (Acta 
endocr. (Kbh.), 1955, 18, 386) have investigated the 


relationship between aldosterone activity and sodium 
excretion in 30 healthy subjects and in 46 patients in 
various states of circulatory insufficiency. 

In 10 of the healthy subjects given a low-salt diet 
similar to that of patients in heart failure, the daily 
aldosterone excretion was rather higher (mean 5 yg. per 
24 hours) and the sodium excretion lower (73 mEq.) 
than in the 20 healthy subjects on an unrestricted diet 
(means 2-9 wg. and 149 mEq. per 24 hours respectively). 
In 20 out of 22 patients with congestive heart failure and 
oedema the aldosterone excretion was high (above 15 yg. 
per day) and the sodium excretion low. On disappear- 
ance of the oedema after treatment with a low-salt diet, 
digitalis, and diuretics there was a decrease in aldo- 
sterone excretion and an increase in sodium excretion. 
A close negative correlation was found between aldo- 
sterone excretion and the logarithm of sodium excretion; 
the relationship between sodium excretion and the glo- 
merular filtration rate was less close and no correlation 
was found between aldosterone excretion and the daily 
total volume of urine. -- 

In patients with oedema not responding to mercurial 
diuretics and who were treated with cation exchange 
resins there was a temporary rise in aldosterone excretion, 
followed by a decrease as cardiac compensation was re- 
established; the urinary excretion of sodium of course 
remained low. A similar effect was observed in healthy 
subjects receiving a low-sodium diet who were given ion 
exchange resins. In the case of patients with left ventri- 
cular failure the excretion of aldosterone and of sodium 
were both within the normal range, unless pulmonary 
congestion was extreme. In those with right ventricular 
failure accompanied by venous congestion aldosterone 
excretion was high and that of sodium low, the greatest 
changes occurring in the presence of congestive cirrhosis 
with oedema and ascites. A further increase in aldo- 
sterone excretion (up to 100 yg. per day) occurred when 
the ascites was drained off, the level of excretion remain- 
ing high until the ascites had reformed. In these cases 
the stimulus to further aldosterone activity is thought to 
come from the volume receptors which have been 
brought into action as the result of a sudden decrease 
in plasma volume following the paracentesis. (Reduc- 
tion of the plasma volume by venesection had a similar 
effect.) Similarly the acute decrease in plasma volume 
resulting from diuresis induced with mersalylum is asso- 
ciated with an increase in aldosterone excretion—though 
in these circumstances there is also high sodium excretion. 
Increased aldosterone excretion has also been observed 
3.to 6 days after severe cardiac infarction associated with 
“* hypovolaemic shock ” and presumably reduced blood 
flow in the organs. 

The authors suggest that the changes in aldosterone 
secretion may be looked upon as a homeostatic mechan- 
ism designed to maintain the relationships between extra- 
cellular fluid. volume and total blood volume. Thus in 
normal circumstances aldosterone activity is reduced 
when the extraeellular volume increases, but in untreated 
congestive heart failure with an increased extracellular 
fluid volume aldosterone activity appears to be set ata 
higher level, with consequent retention of sodium. 
Nevertheless, the “‘ aldosteronic mechanism” in these 
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patients is just as sensitive to changes in volume of the 
pathologically increased extracellular fluid and of the 
plasma as it is in healthy subjects under normal physio- 
logical conditions. 

The authors finally suggest that although initially 
increased aldosterone activity may be useful in main- 
taining a normal fluid volume and normal osmotic 
relationships, later this process itself becomes an aggra- 
vating factor. Robert Mahler 


817. Acetazolamide in the Treatment of Chronic Cor 


' Pulmonale. (L’acétazolamide dans le traitement du 


ceeur pulmonaire chronique) 
P. Broustet and H. Bricaup. Semaine des hépitaux de 
Paris [Sem. Hép. Paris| 32, 3310-3317, Oct. 30, 1956. 


The authors report the results obtained in 30 cases of 
chronic cor pulmonale treated with acetazolamide 
(“ diamox”’) at the Hépital du Tondu, Bordeaux, of 
which 9 were in severe, 11 in moderately severe, and 
10 in less severe right heart failure. Benefit from the 
treatment was observed in 27 cases, the 3 which did not 
improve being associated respectively with the presence 
of neoplasm, phthisis, and extensive bilateral bullous 
emphysema. Of 3 patients who were admitted in a 
semi-comatose condition and deeply cyanosed and who 
were given the drug intravenously without delay all 
recovered within 6 days. In the most severe cases 
acetazolamide was given additional to other measures 
for combating heart failure; in moderate cases it was 
employed after the maximum benefit from other drugs 
had been obtained, and in these the dosage of mercurial 
diuretics especially could be reduced, while maintaining 
a high degree of cardiac compensation; in the milder 
cases, the drug was given alone in order to ascertain its 
specific properties. It was on the whole well tolerated, 
no aggravation of a pre-existing acidosis occurring and 
the side-effects, such as cramps, diarrhoea, and anorexia 
with achlorhydria, being of minor degree. The optimum 
dose was found to be 500 mg. daily in the form of a 
250-mg. tablet night and morning; in 4 cases the drug 
was given intravenously. Patients were weighed daily, 
and the 24-hour urinary excretion of bicarbonate, 
calcium, sodium, and potassium was estimated daily, 
while the oxygen saturation, carbon dioxide content, 
and pH of the blood were determined bi-weekly, these 
checks being continued fortnightly after the patient had 
left hospital. Cyanosis and dyspnoea began to disappear 
early in treatment, and diuresis occurred rapidly in 18 
cases and more slowly in 6. The urine became strongly 
alkaline, sodium being freely excreted during the first 
5 or 6 days and then in smaller quantities, provided the 
patient remained on a salt-free diet. Potassium was 
excreted in large quantities, but not before the 4th or 
Sth day, this rate of excretion continuing for about 10 
days; the excretion of bicarbonate anions in large 
amounts took place immediately. The arterial carbon 
dioxide tension was lowered, but remained at a level 
higher than normal in 23 cases, returning to normal 
values in the remaining 7. 

Pharmacologically acetazolamide was found to be 
compatible with the administration of the digitalis group 


of drugs and with anticoagulants; its action was com- 
plementary to that of the mercurial diuretics but anta- 
gonistic to that of ammonium chloride, and no diuresis 
occurred until the latter drug was withdrawn. When 
diuresis lessened as a result of the exhaustion of sodium 
and potassium reserves it was stimulated, in 5 cases, by 
the injection of 500 mg. of calcium lactate, and in 7 cases 
by intermittent treatment, in which acetazolamide was 
given for 4 or 5 days and discontinued during a rest 
period of 3 or 4 days. 

Finally, in a discussion of the mode of action of 
the drug the authors suggest that in cor pulmonale 
acetazolamide breaks the vicious circle (which is due to 
the already existing hypoventilation being further 
aggravated by the depression of the respiratory centre 
resulting from the high carbon dioxide content of the 
blood and the accompanying high bicarbonate values) 
by inhibiting renal carbonic anhydrase, the enzyme 
principally concerned in sparing the excretion of bases 
and thus maintaining the alkali reserves of the body. 

E. S. Wyder 


818. Chronic Cor Pulmonale in Asthmatics and Its 
Treatment with Adrenocortical Hormones (ACTH and 
Cortisone and Its Derivatives). (Le cceur “ pulmonaire 
chronique ”’ des asthmatiques et son traitement par les 
hormones du cortex surrénal (A.C.T.H., cortisone et 
dérivés)) 

J. TuriaF, P. BLANCHON, R. SAUVAN, and R. GEorRGEs. 
Archives des maladies du ceur et des vaisseaux [Arch. 
Mal. Ceur)| 49, 497-524, June, 1956 [received Sept., 
1956]. 9 figs., 9 refs. 


A study of the records at the H6pital Bichat, Paris, 
of 150 cases of asthma revealed 32 cases in which there 
was some overloading of the right heart but showed that 
true cor pulmonale with right heart failure was an 
uncommon complication, only 12 cases being discovered. 
The treatment of 4 of these cases with ACTH or hydro- 
cortisone produced spectacular results. Detailed histories 
of the 4 cases are presented and discussed. 

The first effect of cortisone treatment was to relieve 
the asthma and so establish more normal pulmonary 
function. Once this was achieved a diuresis set in and 
the signs of heart failure rapidly disappeared. Treat- 
ment was continued over a period of 6 or more weeks 
and was reinforced with a low-sodium diet and the 
administration of 1 to 2 g. daily of potassium chloride. 
ACTH, which was preferred to hydrocortisone because 
its effects were more immediate, was given twice daily 
in doses of 25 mg. by slow intravenous infusion. When 
marked improvement was apparent the dose was gradually 
reduced and administration finally stopped at the end 
of 14 days. When ACTH was given intramuscularly a 
higher dosage (100 to 200 mg. per day) was necessary, 
and this was similarly reduced according to the improve- 
ment in signs and symptoms. James W. Brown 


819. Exchangeable Potassium Content of the Body in 
Congestive Failure. Changes during Treatment 

J. K. ArkKAWA and R. H. Firz. Circulation (Circulation 
(N.Y.)] 14, 1093-1098, Dec., 1956. 14 refs. 
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PERIPHERAL ARTERIES 


820. Ocular Changes in Periarteritis Nodosa 

J. Boeck. American Journal of Ophthalmology [Amer. 
J. Ophthal.| 42, 567-576, Oct., 1956 (Part I). 5 figs., 
bibliography. 

Writing from the Second Eye Clinic, University of 
Vienna, the author discusses the ocular changes in per- 
arteritis nodosa. These changes, which may be very 
varied, are considered under three headings: (a) those 
of local periarteritis nodosa in the eye; (b) those which 
are part of or sequelae of generalized periarteritis 
nodosa; and (c) active tissue changes occurring inde- 
pendently of periarteritis though possibly due to a cause 
common to both conditions. ‘ 

With regard to the first group, attention is drawn to the 
frequency of peripheral choroidal lesions in cases in 


- which the retinal vessels may show no definite changes, 


or when the retina shows gross albuminuric retinopathy. 
But this latter condition, which is found in many advanced 
cases of the disease, is not considered to be a manifesta- 
tion of periarteritis nodosa. Changes in the choroidal 
vessels consist chiefly in fibrinoid degeneration amounting 
to total occlusion, while in others cellular proliferation 
may be found in the vessel lumen. The possibility 
arises whether retinal serous detachment is secondary 
to these changes in the choroid. Although the aetiology 
of periarteritis nodosa remains unknown some considera- 
tion is given to theories of a specific virus infection, 
similar to that of herpes zoster. P. Jameson Evans 


821. Some Problems in Contemporary Studies of Arterial 
Atherosclerosis. (OcHOoBHBIe nomoxKeHHA 
HBbI€ BOMPOCbI COBPeMEHHOTO y4eHHA 06 aTepocKmepose 

N.N. ANicHKov. Cosemcxan Meduyuna [Sovetsk. Med.]| 
3-10, No. 9, Sept., 1956. 


As the result of numerous investigations it has been 
established that atherosclerosis is primarily due to depo- 
sition of lipids in the deep layers of the intima of the 
arteries. It is not in its first stages a degenerative process, 
but is linked with the metabolism of lipids, and above all 
that of cholesterol. The changes in the connective tissue 
of the vessels which follow are secondary to the deposi- 
tion of lipids, and it is therefore important to distinguish 
atherosclerosis from other, degenerative, forms of arterio- 
sclerosis. 

It has been suggested that the deposit of lipids in the 
arterial intima follows a primary change in the mesen- 
chyme of the intimal layer, but the author does not 
accept this view, because (1) no such change has been 
definitely demonstrated, and (2) lipid deposits have been 
observed by Soloviev in the vessels of young rabbits 
whose mothers had been given a high-cholesterol diet. 
It is true that circumstances which may cause damage to 
the arterial wall, such as long-standing hypertension, 
may lead to atherosclerosis, but this occurs only in the 
presence of hypercholesterolaemia. In the author’s 
opinion it is probable that cholesterol is absorbed through 
the arterial wall in combination with serum globulin. 
It has so far proved impossible to produce atheroma 


experimentally by the introduction of any substance 
other than cholesterol; injections of polyvinyl alcohols, 
methylcellulose, and pectin have resulted in the accumu- 
lation of macrophages in the intima, but not in the 
formation of atheromatous plaques. The question 
remains whether these experimentally produced arterial 
changes are strictly comparable with atherosclerosis as 
observed clinically in man. The high blood cholesterol 
levels observed in these experimental animals have not 
been reached in human patients with atheroma. Further- 
more, a high level of blood cholesterol in patients, with 
atheroma would be expected only during the progressive 
phase of the disease, while in stationary or remitting 
phases the level should be normal or subnormal—as in 
the experimental animals, which on a low-cholesterol 
diet showed diminution in the lipid deposits. The 
author believes that this waxing and waning of the 
infiltrative process is of great importance, since it suggests 
the possibility of cure in early cases of atheroma by the 
institution of a cholesterol-free diet. Lipid infiltration 
depends not so much upon the absolute level of blood 
cholesterol as on the relative level of the lipids as a 
whole (that is, on the cholesterol: lecithin ratio) and also 
on the ratio of lipids to proteins. 

Whether or not, therefore, the experimental and 
clinical forms of. atheroma are identical, they are at 
least sufficiently alike to allow of the experimental disease 
being regarded as a model on which certain tests can be 
made and applied to the clinical case for confirmation. 
In testing therapeutic substances, for example, cholesterol- 
fed rabbits can be given such substances for a period of 
3 or 4 months, and the results compared with those in 
rabbits from whose diet cholesterol or the test substance 
is omitted. As an instance of this, the work of Murata 
and Kataoka on the effect of thyroid extract, and that of 
Steiner and Kendal on that of methylthiouracil, have 
shown the effect of endocrine imbalance on the meta- 
bolism of cholesterol. In man, the effect of metabolic 
disturbance is far more important than that of cholesterol 
intake, which rarely raises the blood cholesterol level 
sufficiently to have a deleterious effect in normal persons. 

L. Firman-Edwards 


HYPERTENSION 


822. Neurological Manifestations of Malignant Hyper- 
tension 

E. CLARKE and E. A. Murpny. British Medical Journal 
[Brit. med. J.] 2, 1319-1326, Dec. 8, 1956. 1 fig., 
bibliography. 


Neurological complications were observed in 73 (38°%) 
of 190 cases of malignant hypertension studied at the 
Hammersmith Hospital, London, between the years 
1935 and 1955. Headache was not regarded as a specific 
neurological symptom in malignant hypertension, since 
its incidence in the 73 patients with neurological signs 
was almost identical with that in a control group of 
patients without such signs. Vertigo was experienced 
by 16 (40%) of a group of 40 patients with neurological 
signs as compared with 23°%% of a control group con- 
sisting of the same number of non-neurological cases. 
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The presenting manifestation of the malignant phase 
was neurological in 17 (9%) of the 190 cases, and con- 
sidered to be the immediate cause of death in 33 (205%) 
of the total of 161 patients known to have died. Acute 
cerebrovascular episodes, including focal brain ischaemia, 
intracerebral or subarachnoid haemorrhage, and “* hyper- 
tensive encephalopathy ”’, occurred in 54 (74%) of the 
73 cases; mental disturbances, including impairment of 
consciousness, in 43 (59%); epileptiform convulsions in 
20 (27%); and isolated cranial-nerve palsies in 8 cases 
(11%). Hypertensive encephalopathy was observed 
only once, and the rarity of this phenomenon receives 
particular emphasis. The authors suggest that the far 
higher incidence reported by previous observers may, 
in fact, be due to cases of focal brain ischaemia or 
uraemia being included in the designation “ hypertensive, 
encephalopathy ”’. 

Lumbar puncture. was performed in 42 of the cases 
with a neurological lesion, and in 29 the cerebrospinal 
fluid (C.S.F.) pressure was raised to 200 mm. of C.S.F. 
or above. The C.S.F. was blood-stained or xantho- 
chromic in 16 cases, and in 9 a raised C.S.F. protein 
level, in the absence of previous bleeding, was reported. 
There appeared to be no definite correlation between 
papilloedema and a raised C.S.F. pressure in the non- 
neurological cases. 

The necropsy findings in 42 cases with no abnormal 
neurological signs as shown by clinical examination are 
described. Cerebral oedema or small multiple areas of 
haemorrhage or softening were noted in 16 cases, but all 
these patients had died in severe uraemia. The treat- 
ment and prognosis are briefly discussed and a com- 
prehensive review of the literature is given. 

[This is a very well written and detailed paper and 
should be read in its entirety.] A. G. Freeman 


823. Mecamylamine in Treatment of Hypertensive 
Disease. Observations on an Unusual Neuromuscular 
Complication 

R. E. ScHNECKLOTH, A. C. CorcoRAN, H. P. DusTAN, 
and I. H. Pace. Journal of the American Medical 
Association [J. Amer. med. Ass.| 162, 868-875, Oct. 27, 
1956. 1 fig., 12 refs. 


The authors report their experience at the Cleveland 
Clinic, Ohio, in the treatment with mecamylamine hydro- 
chloride (3-methylamino-isocamphane hydrochloride) of 
35 severely hypertensive patients. Treatment continued 
for from one to 12 months, the patients being observed 
in hospital during at least the first month of treatment. 
Significant reduction in blood pressure was achieved in 
about half the cases, and it was considered that mecamyl- 
amine was not commonly much more effective in reducing 
high diastolic pressure than other ganglion-blocking 
agents. Side-effects occurred in most patients and were 
generally similar to those of other ganglion-blocking 
agents. Seven patients, however, showed unusual neuro- 
muscular complications, characterized by anxiety, tremor, 
jerky choreiform movements, and (in 2 cases) mental 
aberrations and convulsive seizures; nearly all these 
patients had hypertensive cerebrovascular and renal 
disease. The authors suggest that mecamylamine or a 


metabolic product may penetrate and excite nerve cells, 


possibly in subcortical regions. They advise that patients 
with hypertensive cerebral and renal disease should not 
be treated for long periods with large doses of mecamyl- 
amine. Bernard Isaacs 


824. The Early and Treatment of Hyper- 


tension and Its Significance in the Prophylaxis of Coronary - 


Insufficiency. (PanHsas quarHoctTuka Tepanua runepTo- 
HHYeCKOH 6omesHH H 3HAYeHHeE WIA MpodunakTHKH 
KOPOHapHOH 

L. A. VarsHAMov. Cosemcxan Meduyuna [Sovetsk. 
Med.) 11-15, No. 9, Sept., 1956. 


Writing from Saratov Medical Institute the author 
points out that hypertension is one important factor in 
the development of atherosclerosis and therefore of 
coronary insufficiency, the other being disturbance of 
cholesterol metabolism. Since atherosclerosis in its early 
stages is reversible the early diagnosis and treatment of 
hypertension are clearly important in the prevention of 
coronary insufficiency. Markelova found that in one- 
third of her cases of early hypertensive disease there was 
evidence of latent coronary insufficiency, as shown in 
electrocardiograms taken after graded exercise. 

Hypertension in its early stages is due to disturbance 
of the nervous regulation of vascular tonus, and this can 
be determined by optical chronaximetry. A normal 
response is of little significance, but in the pre-hyper- 
tensive stage chronaxy is increased, with a tendency to 
pressor reaction. That the greatest response is to breath- 
holding was demonstrated by Ivanov, who also employed 
plethysmography and oscillography in similar stud- 
ies. Another early sign is the presence of regional 
circulatory disturbances. It has been shown by various 
workers that the ratio of temporal to brachial arterial 
pressure rises with the development of hypertensive 
disease, that oxygen balance is disturbed at an early 
stage, that the blood content of inorganic phosphorus is 
lowered, and that the level of adenosine-triphosphoric 
acid is labile in the early stages and lowered in the later 
stages of the disease. 

As the early stages of hypertension are associated 
with central nervous disturbances of an irritative type, 
treatment should be directed towards restoring the 
integrity of the general relationships of the patient to his 
environment by, for example, improvement of living 
conditions and removal of environmental disharmonies. 
This should be combined with regulated physical culture, 
ultraviolet irradiation of the carotid sinuses, baths, 
galvanism, and the avoidance of overwork or over- 
indulgence. In more advanced cases, conditioned reflex 
sleep therapy is recommended. The author concludes 
by emphasizing that in no condition is the harmful effect 
of disharmony between the individual and his environ- 
ment such an important factor in aetiology as in hyper- 
tensive disease. L. Firman-Edwards 


825. Treatment of Hypertension 
A. R. Gitcurist. British Medical Journal (Brit. med. J.] 
2, 1011-1016, Nov. 3, 1956. 8 refs. 
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826. Myelofibrosis and Myelosclerosis. A Review of 
13 Cases, with Particular Reference to Treatment and to 
the Diagnostic Value of Radiological Examination 

J. RICHMOND and J. G. DUNCAN. Scottish Medical 


Journal [Scot. med. J.| 1, 337-349, Nov., 1956. 4 figs., 
26 refs. 


** Myelofibrosis and myelosclerosis’’ are terms 
used to describe a rare condition in which the bone 
marrow is replaced by fibrous tissue or by bone, 13 cases 


of which are reported from the Royal Infirmary, Edin- 


burgh. The syndrome, the cause of which is unknown, 
probably belongs to a group of proliferative disorders 


_ affecting the primitive mesenchymal cells and is thought 


to be closely related to myeloid leukaemia, polycythaemia 
vera, and megakaryocytic leukaemia. It occurs most 
frequently in the fifth and sixth decades, the symptoms 
being weakness, lassitude, dyspepsia, and abdominal dis- 
comfort and pain, especially in the left quadrant. 
Splenomegaly, sometimes very pronounced, is a common 
feature; hepatic enlargement is less marked. The peri- 
pheral blood picture is generally that of a leucoerythro- 
blastosis, but other haematological findings are variable. 
In some of the cases the haemoglobin level and the total 
leucocyte and platelet counts were normal, while in 
others profound anaemia, polycythaemia, leucocytosis 
or leucopenia, or thrombocytosis or thrombocytopenia 
occurred. The proportion of primitive cells (myelocytes 
and metamyelocytes) varied from 10 to 20% of the 
leucocyte count. Failure or difficulty in obtaining a 
specimen of bone marrow by sternal or iliac-crest punc- 
ture is regarded as diagnostic. When marrow was 
obtained by sternal trephine, myelofibrosis and large 
numbers of megakaryocytes were demonstrated. Evi- 
dence of extramedullary haematopoiesis was found in 
some instances by biopsy of the lymph nodes, liver, and 
spleen. 

Radiological changes in the bones were observed in 
8 of the 13 cases. In 5 cases where these were absent, 
and in 3 where they were confined to alteration in the 
trabeculation of the cancellous bone of the humeri and 
femora giving an appearance of ‘* meshwork ”’, prolifera- 
tion of fibrous tissue (myelofibrosis) was the predomi- 
nating feature. In the remaining 5 cases the bone 
changes were more marked and widespread, with replace- 
ment of cancellous bone by thickened trabeculae, and 
in these the marrow condition was suggestive of myo- 
sclerosis. These more severe radiological changes were 
considered to be a valuable aid to diagnosis, but they 
could not be correlated with the severity or duration of 
the disease. 

Discussing treatment, the authors conclude that 
splenectomy is not warranted in the majority of cases, 
but may be justified when symptomatic haemolytic 
anaemia or a tendency to haemorrhage necessitating 
frequent blood transfusions develops, or the spleen 
becomes so large as to cause severe pain or discomfort. 
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In 4 of the 13 cases subjected to splenectomy the opera- 
tion had no influence on the clinical condition in 3 but 
was of great benefit in one; in all 4 cases, however, it 
has been followed by progressive enlargement of the 
liver, and in 3 by an increase in the number of leucocytes 
and normoblasts. Radiotherapy of the spleen in one 
case produced a very satisfactory result. It is suggested 
that carefully controlled irradiation of the spleen should 
be considered in cases with gross splenomegaly, but that 
such a procedure should not preclude splenectomy if 
required at a later date. Ethel Browning 


ANAEMIA 


827. Hematologic Observations on Patients with Sickle 
Cell-Anemia Sustained at Normal Hemoglobin Levels by 
Multiple Transfusions 

H. CHapPLin, H. G. Kerrer, and R. E. Peterson. Blood 
[Blood] 11, 834-845, Sept., 1956. 6 figs., 18 refs. 


The authors report the results of haematological 
investigations carried out on patients with sickle-cell 
anaemia whose haemoglobin was kept at a normal 
level by multiple transfusions. Extensive studies of 
erythrocyte survival were made, using a modification of 
the Ashby technique; of blood volumes using azovan 
blue, and of radioactive iron utilization by the method 
of Huff. So long as the haemoglobin was maintained 
at a normal level the reticulocyte count was depressed 
below the normal range; when the haemoglobin level 
fell to about 11 g. per 100 ml. there was a distinct 
reticulocyte response. A simple exponential decline was 
observed in the number of sickle cells in each patient’s 
circulation during the period of sustained normal haemo- 
globin concentration. The authors suggest, however, 
that careful analysis of their results gives support to the 
hypothesis advanced by other workers that the life span 
of sickle cells in the circulation is variable. They found 
evidence that a proportion of the cells are especially 
short-lived. Janet Vaughan 


828. Isotope Investigations of Red Cell Production and 
Destruction in Chronic Renal Disease 

R. A. JosKe, J. M. McCALIsTErR, and T. A. J. PRANKERD. 
Clinical Science [Clin. Sci.) 15, 511-522, Nov., 1956. 
6 figs., 29 refs. 


The study here reported from University College 
Hospital Medical School, London, was undertaken in 
an attempt to determine why patients with chronic renal 
disease are often anaemic. Some reports in the literature 
suggest that the anaemia is due to increased destruction 
of erythrocytes while others support the view that there 
is a depression of the bone marrow as a result of some 
unknown toxic factors. In studies of this nature the 
incorporation of radioactive iron into the plasma globulin 
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and the determination of the rate of its appearance in the 
erythrocytes gives a measure of the rate of erythrocyte 
production, while the tagging of the erythrocytes them- 
selves with radioactive chromium followed by a deter- 
mination of the disappearance of the labelled cells from 
the circulation gives a measure of the period of erythro- 
cyte survival. 

Using these methods the alithors found that of 15 
cases of chronic renal disease 13 showed decreased pro- 
duction of erythrocytes, The degree of depression of 
the bone marrow, as measured by the rate of iron utiliza- 
tion, correlated well with the blood urea level and with 
the degree of anaemia. In addition 4 of the 15 patients 
exhibited shortened survival of erythrocytes. This 
haemolysis was examined by cross-transfusion experi- 
ments, which revealed that there was an extracellular 
factor in the blood of these patients which acted on 
normal erythrocytes as a haemolysin. H. Lehmann 


829. Homozygous Haemoglobin-E Disease in Indonesia 
Liz-INJo LUAN ENG and Ory Hoey Giox. Lancet 
[Lancet] 1, 20-23, Jan. 5, 1957. 4 figs., 10 refs. 


830. Erythrokinetics in Pernicious Anemia 

C. A. Fincu, D. H. Coteman, A. G. Morutsky, D. M. 
Donouueg, and R. H. Reirr. Blood [Blood] 11, 807-820, 
Sept., 1956. 5 figs., 28 refs. 


The authors have devised the term “ erythrokinetics ” 
to describe ‘* the over-all activity of cell production and 
destruction within the erythron”. Continuing their 
studies at the University of Washington, Seattle (Blood, 
1956, 11, 291; Abstracts of World Medicine, 1956, 20, 
372), they have made a quantitative study of the complex 
processes involved in the production of anaemia in 
vitamin-B;2 (cyanocobalamin) deficiency, basing their 
conclusions on observation of 15 cases of Addisonian 
pernicious anaemia before and after treatment with the 
vitamin. 

In cases of pernicious anaemia before treatment 
erythrocytic activity in the bone marrow, as reflected by 
turnover of heme components, was approximately 3 
times that seen in health. The delivery of viable erythro- 
cytes to the circulating blood was not, however, above 
normal, suggesting that the greater part of the marrow 
activity was ineffective in terms of blood production. 
Erythrocyte destruction as measured by pigment excre- 
tion was approximately 3 times the normal. The 
anaemia therefore appears to be accounted for by a 
failure of erythrocyte delivery from the marrow, asso- 
ciated with increased erythrocyte destruction. The 
authors consider that the reticulocyte count during 
relapse is an unreliable index of blood production, since 
reticulum is lost from the erythrocytes before their 
delivery to the circulation. During treatment with 
cyanocobalamin ineffective erythropoiesis is converted 
to effective erythropoiesis, total erythropoiesis remaining 
unchanged. 

[The authors have given quantitative expression to 
processes that have hitherto been assessed only quali- 
tatively.] Janet Vaughan 


HAEMORRHAGIC DISEASES 


831. Vascular Hemophilia: the Association of a 
Vascular Defect with a Deficiency of Antihemophilic 
Globulin 

M. Matter, T. F. Newcoms, A. MELLy, and C. A. 
Fincu. American Journal of the Medical Sciences [Amer. 
J. med. Sci.| 232, 421-433, Oct., 1956. 4 figs., 35 refs. 

A hereditary haemorrhagic disorder affecting both 
males and females, which has features in common with 
haemophilia but differs from it in many respects, has 
been described under several names, including v. Wille- 
brand’s syndrome and pseudohaemophilia. The most 
common manifestation of this disorder is epistaxis. 

In this paper from the University of Washington 
School of Medicine, Seattle, the authors present the 
pedigrees of 5 unrelated families in which there were 
34 individuals with a history of or with clinical and 
laboratory evidence of an increased haemorrhagic 
tendency. Laboratory investigations in 8 of these 
revealed a prolonged bleeding time, increased capillary 
fragility, and in 3, changes in capillary morphology 
with a defect in the first phase of coagulation. By means 
of the thromboplastin-generation test, this defect was 
found to be in the antihaemophilic globulin fraction. 
Using quantitative methods the authors found that the 
percentage of antihaemophilic globulin in these 8 patients 
ranged from 3 to 75 compared with a range of 60 to 190 
in a group of 20 healthy subjects. No morphological 
or functional abnormalities were detected in the platelets. 

The authors state that in view of the association of a 
vascular defect with a deficiency in the antihaemophilic 
globulin, this disorder should be termed vascular haemo- 
philia. The inheritance pattern in 4 of the 5 families 
indicated “‘an autosomal dominant gene with high 
penetrance and variable expressivity ”. A, Ackroyd 


832. The Stability of Christmas Factor. A Guide to 
the Management of Christmas Disease 

A. J. BRAFIELD and J. Case. Lancet [Lancet] 2, 867-869, 
Oct. 27, 1956. 6 figs., 8 refs. 

To determine the most suitable material for replace- 
ment therapy in cases of Christmas disease, the stability 
of the Christmas factor under various conditions of 
storage was investigated at Whipps Cross Hospital, 
London. The sources of Christmas factor studied were: 
(a) normal blood-bank plasma (anticoagulant, disodium 
citrate) stored at +4° C.; (6) plasma prepared by collec- 
tion of blood in 3-8% trisodium citrate solution and 
stored at +4° and —20°C.; (c) normal serum stored 
at +4° and —20° C.; and (d) reconstituted dried plasma 
and serum. The test system was a thromboplastin 
generation technique in a mixture deficient in Christmas 
factor. No quantitative assay of Christmas-factor 
activity was made. In acid citrate-dextrose plasma 
(a) the concentration of Christmas factor fell off rapidly 
within 14 days, and was probably within normal limits 
for the first 4 days only. In trisodium citrate (6) the 
Christmas factor was much more stable both at —20°C. 
and at +4°C., not diminishing over 9 weeks. In 
serum (c) at +4° C. the concentration of the Christmas 
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factor fell rapidly, whereas it was stable at —20°C. 
Dried products (d) showed diminished values, that for 
plasma being higher than that for serum. On the basis 
of these results the authors recommend fresh blood, 
plasma, or serum as the first choice in replacement 
therapy in Christmas disease. Blood or plasma stored 
at +4° C. for less than 7 days is likely also to be of value. 
A. S. Douglas 


NEOPLASTIC DISEASES 


833. Clinical Aspects of the Lesions of the Skin in 
Leukaemia. (Les aspects cliniques des lésions cutanées 
des leucémies) 

R. Decos, B. Osstpowski1, and C> Moret. Presse 
médicale [Presse méd.| 64, 1725-1728, Oct. 24, 1956. 
12 figs. 


In this paper [see Abstract 834] the authors point out 
the difficulty of assessing accurately the incidence of 
cutaneous ,involvement in leukaemia and in correlating 
the dermatological and haematological findings. Re- 
viewing first the clinical manifestations of the cutaneous 
lesions on a morphological basis they state that pruritus, 
often associated .with leukaemic exfoliating erythro- 
dermia, is otherwise rare in leukaemia but common in 
mycosis fungoides and in Hodgkin’s disease. Occasion- 
ally isolated pruritus may exist in leukaemia, and one 
such case is briefly described. Morbilliform, roseolar, 
and scarlatiniform eruptions are rare, scanty, and 
atypical in distribution and sooner or later are followed 
by tumour-like skin infiltration. 

Almost every type of skin involvement in leukaemia 
passes through a purpuric phase. The purpura of acute 
leukaemia may consist of widespread papular or dis- 
tinctly infiltrated spots, or of ecchymotic sheets which 
are later complicated by suppuration, gangrene, or 
ulceration. Occasionally the purpura is of thrombotic 
origin, with perivascular infiltration by leukaemic cells. 
Rarely erythemato-squamous eruptions occur as localized 
lesions of psoriasiform type. Usually the lesions increase 
in extent and depth accompanied by pruritus, the skin 
becomes hardened and infiltrated—mainly by lympho- 
cytes—and generalized exfoliative dermatitis develops; 
this may be truly exfoliative, that is, dry and with little 
reddening, or alternatively reddening may be more 
marked than desquamation, with uniform skin infiltration 
and thickening which may progress till it limits move- 
ment. Possibly the distinction can be made only in 
extreme cases, and both forms are fatal. 

Nodular lesions vary in degree; thus they may take 
the form of simple accentuation of erythematous and 
papular lesion, or deep infiltrations in plaques and sheets 
with indefinite edges, or multiple lesions of the size of 
peas, or large and globular swellings, or finally large 
tumour-like masses. More than one type of lesion may 
be present simultaneously. (Illustrative cases of these 
various types are described.) A vesico-bullous rash 
with small, almost black, haemorrhagic irregular lesions 
confined to one leg was observed in one case of lymphatic 
leukaemia and large clear and haemorrhagic bullae in a 
rapidly fatal case of acute monocytic leukaemia. Ulcera- 


tion may occur in any of the lesions described above, and 
may also be observed on mucous membranes. Ulecera- 
tion tends to penetrate and spread, owing to the absence 
of protecting polymorphonuclear leucocytes, as occurred 
in one case in this series. 

The prognosis depends more on the haematological 
picture than on the skin lesion, and as mucosal lesions are 
usually associated with the acute leukaemias, these latter 
therefore carry a poorer prognosis. F. Hillman 


834. Histological and MHaematological Aspects of 
the Lesions of the Skin in Leukaemia. (Les aspects 
histologiques et hématologiques des lésions cutanées des 
leucémies) 

R. Decos, B. Ossipowski, and C. MoreLL. Presse 
médicale [Presse méd.| 64, 1835-1837, Nov. 7, 1956. 
2 figs., 35 refs. 


In this further communication the authors first dis- 
cuss the histological aspects of the cutaneous lesions 
in leukaemia. The tuberous, nodular, and tumour-like 
lesions of chronic myeloid leukaemia present a highly 
distinctive picture, but the more common lesions of 
lymphatic leukaemia show the usual lymphocytic infiltra- 
tion, in which the general architecture is of more impor- 
tance than the cell type. Often erythemato-squamous 
and erythrodermic, and more often still purpuric and 
bullous, lesions show a non-specific picture; on the 
other hand exanthematous rashes (leukemides) may 
exhibit a specific leukaemic appearance. Since histo- 
logical examination often does not permit of exact deter- 
mination of the cell types from the haematological point 
of view the authors routinely prepare a smear on slides 
from sections of their biopsy specimens and stain it by 
the May-—Griinwald—Giemsa method. 

The diagnosis of leukaemia must of course be made on 
haematological grounds but it is recalled that sub- 
leukaemic and aleukaemic types of the disease occur. 
A brief account is given of a case of aleukaemic lymphatic 
leukaemia with generalized erythrodermia. The authors 
point out the relative frequency of histio-monocytosis in 
the blood and the slightly different appearance of these 
cells in the dermis, and raise the question of a participa- 
tion of the dermal supporting tissue in the malignant 
process. The myelogram often gives a clue to the ~ 
nature of the invading cells by revealing the presence of 
their precursors, but quite often it shows only invasion 
of the haematopoietic system by cells of uncertain origin. 
Cytological examination of lymph-node biopsy specimens 
is of limited help. In myeloid leukaemia the lymph nodes 
clearly reflect the cutaneous changes, but in the lymphatic 
leukaemias the lymph-node appearances may be almost 
normal or present a reactive change such as may be 
found in chronic eczema and pruriginous dermatoses. 

It is concluded that there is no close correlation between 
the type of leukaemia and the type of skin lesion. It is 
true that lymphatic leukaemia is especially often asso- 
ciated with tumoral and erythrodermic forms, but these 
forms are not exclusive to it. The acute leukaemias are 
very often complicated by purpura, mucosal lesions, and 
nodular, tumour-like, often ulcerated, eruptions. 

F. Hillman 
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835. Pleural Biopsy 
I. A. BrReEcKLER, M. C. HOFFMAN, H. E. Hitt, N. M. 
HENSLER, and P. B. Huxitt. New England Journal of 
Medicine [New Engl. J. Med.| 255, 690-694, Oct. 11, 
1956. 4 figs., 6 refs. 


Writing from the Parks Air Force Base Hospital, 
California, the authors describe a technique for per- 
forming open biopsy of the parietal pleura without rib 
resection. The approach is through an incision in the 
7th or 8th intercostal space which is carried down 
through the intercostal muscles and endothoracic fascia 
to the pleura, a portidn of which is then excised. This 
point was chosen as it was found that in most cases the 
two layers of the pleura were fused here at 6 weeks after 
onset of an effusion but, as the authors state, “‘ a free 
pleural space does not contraindicate the biopsy even 
though a pneumothorax may result ”’. 

By means of this method, which was preferred to blind 
needle biopsy since it yielded better specimens, 16 
patients with effusion or thickened pleura were examined; 
there were no serious complications apart from pneumo- 
thorax. Tuberculous granulation tissue was found in 
the parietal pleura in 9 cases and evidence of neoplasm 
in 2. The value of a positive biopsy result in cases of 
intrathoracic neoplasm is stressed. 

[A needle is now available which permits aspiration 


of effused fluid and blind biopsy to be carried out in 


one opefation.] P. Mestitz 


LUNGS AND BRONCHI 


836. Pancreatic Dornase Aerosol in Pulmonary Endo- 
tracheal and Endobronchial Disease 

E. E. Cuiirrton. Diseases of the Chest [Dis. Chest] 30, 
373-384, Oct., 1956. 6 figs., 19 refs. 


Pancreatic deoxyribose nuclease (dornase) has now 
been employed for several years in treating chest infec- 
tions. It is essential to use it freshly prepared, and its 
principal application is in patients with a thick, tenacious 
sputum. It does not appear to have any deleterious 
effect on the respiratory epithelium. The present paper 
reports the use of dornase in 104 cases, 91 at the Memorial 
Center for Cancer and Allied Diseases and the rest at 
other hospitals in New York City. Of 65 patients given 
dornase inhalations in preparation for bronchoscopy, 
the procedure was completed in 56, 28 of whom were 
ultimately proved to have carcinoma of the lung. No 
evidence of damage to the bronchial epithelium was 
found in any of the 65 patients, nor were there any false 
positive sputum smears in the non-malignant cases. The 
remaining 39 patients, who suffered from an assortment 
of pulmonary lesions, were given dornase inhalations 
therapeutically. Of this number, 25 were either cured 
or markedly improved, the best results being obtained 


in cases of lobar or segmental atelectasis, especially if 
associated with a thick, tenacious sputum which was 
difficult to expectorate. | 

The author found that postoperative chest lesions also 
responded satisfactorily to dornase inhalations; this is 
regarded as gratifying, as it disposes of the need for 
bronchoscopic aspiration in seriously ill patients. Com- 
plications due to bronchial carcinoma responded in- 
differently. Significant toxic effects were negligible. 
Several short case histories are given and a number of 
radiographs reproduced. Paul B. Woolley 


837. Staphylococcal Pneumonia in Adults 
W. HAusMANN and A. J. KaruisH. British Medical 
Journal (Brit. med. J.| 2, 845-847, Oct. 13, 1956. 13 refs. 

Eighteen cases of staphylococcal pneumonia in 
adults are reported to have occurred in a series Of 122 
consecutive cases of pneumonia admitted to one medical 
unit in 1952-4. There was no epidemic influenza in 
the area during that period. The outstanding feature in 
these cases was the severity of the clinical course and the 
number of suppurative complications. All 18 cases 
recovered, but only 6 responded to treatment with 
penicillin. There is some evidence that this form of 
pneumonia is becoming more frequent and that staphylo- 
coccal infections are responsible for a considerable 
number of cases where failure of response to penicillin 
is encountered. The important part played by pre- 
existing chest disease or reduced resistance is stressed. 
Tetracycline and erythromycin are suggested as the anti- 
biotics of choice in these cases. 

In future, staphylococcal infections are likely to 
present a major problem in the treatment of pneumonia. 
—[Authors’ summary.] 


838. Comparison of Tetracycline with Chlortetracycline 
in Treatment of Pneumonia 

REPORT FROM THE City GENERAL HospIitAL, SHEFFIELD. 
British Medical Journal [Brit. med. J.| 2, 1146-1150, 
Nov. 17, 1956. 11 refs. 

Tetracycline and chlortetracycline (aureomycin) were 
tried in cases of clinical pneumonia at the City General 
Hospital, Sheffield, 56 patients who had not received any 
previous antibiotic or sulphonamide therapy being allo- 
cated at random to the two treatment groups. Culture 
of sputum or nasopharyngeal swab revealed that the 
causative organism was a pneumococcus in 41 cases, 
Staphylococcus aureus in 5, Friedlander’s bacillus in 1 
case, and Haemophilus influenzae in 1, the infection in 
the remaining 8 cases being probably bacterial. The 
drugs were given by mouth in doses of 0-5 g. 6-hourly 
for 3 days and then 0-25 g. 6-hourly until it seemed safe 
to stop treatment, which in the case of tetracycline was 
after 6 to 18 days and in the case of chlortetracycline 
4 to 17 days. 
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As a result of random selection there was a higher 
proportion of seriously ill patients in the tetracycline 
group, 3 of whom died; there were 2 deaths in the 


chlortetracycline-treated group. Complications such as- 


nausea, vomiting, diarrhoea, and rash were generally 
mild, but more serious complications were seen in 3 
patients receiving tetracycline—namely, severe enteritis 
due to Staph. aureus in one and a fungus infection of 
the lungs in 2, one of whom died. One patient with a 
lung abscess and empyema, which was not controlled by 
tetracycline, responded well to intramuscular injection of 
penicillin, while another with infection due to H. influenzae 
showed no improvement after one week’s treatment with 
chlortetracycline, but made a rapid recovery following 
administration of streptomycin. - 

The authors conclude that when allowance is made 
for the apparent weighting against tetracycline in the 
selection of patients, this drug is as effective as chlor- 


' tetracycline in the treatment of bacterial pneumonia, but 


that since there is a risk of complications and of the 
development of resistant organisms it should not be 
used without care and consideration. 


J. Robertson Sinton 


839. An Investigation into Bronchitis 
W. L. B. Leese. Lancet [Lancet] 2, 762-765, Oct. 13, 
1956. -6 refs. 


An investigation was carried out at the Central Middle- 
sex Hospital, London, to trace the causes of the persistent 
or intermittent cough which is an invariable symptom 
of chronic bronchitis. For this purpose 100 in-patients 
with chronic bronchitis and 100 controls of similar age 
and sex were interviewed to ascertain the age of onset 
and the importance of certain aetiological factors. On 
the average, persistent cough with frequent chest colds 
had preceded the diagnosis of chronic bronchitis by 14 
years. 

Some 54 bronchitics and 34 controls had a parent 
or sibling with chronic cough; 63 bronchitics, as 
against 29. controls, regularly had three or more colds 
yearly; 63 bronchitics, but only 15 controls, developed 
cough with each cold. Pneumonia, pleurisy, and asthma 
were significantly commoner in the past history of 
bronchitics than in that of controls. There were no 
significant differences in occupation, but a significantly 
larger number of bronchitics (23) than controls (13) had 
lived close to a gasworks or power station for 3 years 
before the interview. The number of bronchitics (78) 
who had respiratory distress in foggy weather was more 
than twice that of the controls (33). Heavy smoking 
was commoner in bronchitics, and non-smokers were 
more numerous among the controls. The smoking 
habits were calculated as an estimated total consumption 
of cigarettes. It was estimated that 59 bronchitics, as 

against 32 controls, had smoked more than 150,000 
cigarettes; while only 9 bronchitics, but 22 controls, 
were non-smokers. 

It is concluded that early adequate treatment of the 
“* pre-bronchitis ’’ cough, abstinence from smoking, and 
prevention of atmospheric pollution are important in the 
prevention of disability from chronic bronchitis. 

C. M. Fletcher 
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840. Obstruction of the Superior Vena Cava in Car- 
cinoma of Bronchus 

L. Szur and L. L. Bromiey. British Medical Journal 
[Brit. med. J.] 2, 1273-1276, Dec. 1, 1956. 4 figs., 8 refs. 


Between November, 1949, and October, 1953, a total 
of 732 patients with carcinoma of the bronchus were 
seen at Hammersmith Hospital, London, 107 (14-6%) of 
whom had obstruction of the superior vena cava. 
Bronchoscopy was performed in 70 patients with no 
serious morbidity; in the remaining 37 bronchoscopy 
was not possible, either because the patients were too ill 
or because gross venous congestion of the head and 
marked respiratory embarrassment were present. In 70 
of the 107 cases the right upper lobe and main bronchus 
were the primary sites. In most of the cases undif- 
ferentiated forms of carcinoma were present (oat-celled 
or anaplastic tumours); squamous-celled growths were 
identified with certainty in only 12 (17%). 

All patients received radiotherapy, but only 5 were 
well enough for radical treatment based on multiple 
small fields and careful beam direction, irradiation with 
four fields being given in most of the remaining cases. 
The dose aimed at was 3,000 to 4,000 r over a period of 
3 to 4 weeks. 

There was improvement with this treatment in 74 
patients, 59 of whom had no recurrence. Within 6 
months from the start of treatment 80 of the patients 
died; only 3 survived for more than a year, the longest 
survival time being 18 months. In the authors’ view 
treatment should be attempted in all patients suffering 
from this condition. I. Ansell 


841. Nitrogen Mustard in Treatment of Bronchial Car- 
cinoma 


McA.pine. British Medical Journal (Brit. med. J.] 


2, 1412-1413, Dec. 15, 1956. 5 refs. 


Nitrogen mustard was tried as an alternative to 
irradiation in the palliative treatment of 46 cases of 
inoperable bronchial carcinoma. Most of the patients 
received 7 to 10 mg. daily for 4 consecutive days; a few 
desperately ill patients received a single dose of 10 mg. 
[The follow-up period is not stated.] In 21 cases the 
drug had no effect, in 14 there was symptomatic improve- 
ment only, and in 10 there was both symptomatic and 
objective improvement. The author states that objec- 
tive improvement was of short duration, seldom con- 
tinuing for longer than one month. Brief details are 
given of the 10 cases showing such improvement, which 
included re-expansion of collapsed lungs and regression 
of metastases and lymphadenopathy with relief of pres- 
sure symptoms. Unpleasant side-effects of the treat- 
ment were prevented by previous administration of 
pentobarbitone sodium, while chlorpromazine was given 
to alleviate nausea. 

From this uncontrolled trial it is concluded that nitro- 
gen mustard has a temporary palliative effect in about 
half the cases of inoperable bronchial carcinoma, and is 
of most value where there is involvement of mediastinal 
lymph nodes. Side-effects are less than with radio- 
therapy and it is unnecessary to transport the patient to 
a special centre. - D. Goldman 
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Otorhinolaryngology 


842. Transitional Cell Growths of the Upper Respiratory 
Tract 

D. A. Osporn. Journal of Laryngology and Otology 
[J. Laryng.] 70, 574-588, Oct., 1956. 10 figs., 16 refs. 


Hitherto the term papilloma has been applied to a 
heterogeneous group of epithelial growths of the nose 
and paranasal cavities of varied pathology. In this 
paper from the Institute of Laryngology and Otology, 
London, the author presents a study of 61 cases of 
epithelial growths of the upper respiratory tract showing 
the histological features of cylindrical- or transitional- 
cell papilloma and 17 cases of carcinoma of the upper 
respiratory tract showing cylindrical- or transitional- 
cell structure. The histological appearances are de- 
scribed in detail, with photomicrographs. In benign 
growths the dominating structural features were great 
variability of the proliferating epithelium and the in- 
folding from the surface. The growth tended to be 
confined to the nasal cavity (33 cases); only in one case 
was there evidence of malignant change. In this group 
the ratio of males to females was 10:1. The malignant 
growths affected the antrum in 10 cases. A notable 
feature was the extent of intact basement membrane, 
suggesting the non-invasive nature of the growth. 
Sections showed areas of histologically benign tumour, 
suggesting the possibility of malignant change in a pre- 
existing papilloma. The author maintains, however, 
that very few of the benign growths will undergo such a 
change; the evidence for chronic infection as an aetio- 
logical factor is not convincing, and the cause of benign 
lesions remains obscure. H. D. Brown Kelly 


843. Tinnitus, Deafness, and Vertigo. A Discussion of 
Etiology 

E. P. Fow.er. A.M.A. Archives of Otolaryngology 
[A.M.A. Arch. Otolaryng.| 64, 196-204, Sept., 1956. 
2 figs., 1 ref. 


In this discussion of the causes of deafness, tinnitus, 
and vertigo the author deals principally with ‘‘ Méniére’s 
symptom complex”. He argues that this disorder can- 
not be due to “* endolymphatic hydrops ”’, since the latter 
condition has been found at necropsy in subjects who 
had no history of Méniére’s disease, and conversely some 
patients with Méniére’s disease have had no demonstrable 
hydrops. He states that hydrops does not cause the 
degeneration or the symptoms present in Méniére’s 
disease, but that these are caused by the lesions that 
produce the hydrops. If pressure is uniformly dis- 
tributed throughout the labyrinth, as ex hypothesi it 
would be in hydrops, it is difficult to explain the recurring 
attacks of vertigo; further, it is known that cellular 
structures can well endure such pressure, provided that 
the blood supply is adequate. It would appear that 
anoxia due to neurovascular disturbance is the deter- 
mining factor—and such disturbance may be due to a 
variety of causes, of which the author particularly notes 


** blood-sludging ”’, which itself may be the outcome of 
several different causes. He concludes that Méniére’s 
complex is the manifestation of a constitutional disorder 
acting on the vestibule, and not a primary affection of 
the vestibular apparatus. 

[This is an interesting commentary on a still contro- 
versial subject. No one of the explanations which have 
been offered from time to time has been completely 
satisfactory.] F. W. Watkyn-Thomas 


844. Fenestra Ovalis for Otosclerotic Deafness. An 
Adjunct to Stapes Mobilization 

S. Rosen. A.M.A. Archives of Otolaryngology [A.M.A. 
Arch. Otolaryng.| 64, 227-237, Sept., 1956. 17 figs., 
33 refs. 


The author has further modified his operation of 
mobilization of the stapes for the relief of otosclerotic 
deafness. In this communication from the Mount Sinai 
Hospital, New York, he reports 10 cases in which stape- 
dial mobilization was impossible owing to extreme 
fixation of the foot-piece, and in which he fenestrated 
either the oval window or the foot-piece itself and 
obtained a marked improvement in hearing. In each 
case the perilymph space was opened and perilymph 
escaped. As no case has been observed for more than 
6 months, it is as yet too early to appraise the final results. 

F. W. Watkyn-Thomas 


845. Chronic Bacterial Allergy of the Perinasal Sinuses. 
A Report of Sixty-five Cases 

J. R. Surper. A.M.A. Archives of Otolaryngology 
[A.M.A. Arch. Otolaryng.| 64, 351-360, Nov., 1956. 
5 figs., 11 refs. 


The author discusses the symptoms, course, and treat- 
ment of chronic bacterial sinusitis, with reference to 
65 cases seen at the Manhattan Eye, Ear and Throat 
Hospital, New York, of which 14 are described in detail. 
Surgical treatment is advocated [more approvingly than 
is now usual in Great Britain], transantral ethmoidectomy 
being favoured. Investigation has shown that 75% of 
these cases are due to infection with staphylococci, while 
in the other 25°% most of the resistant strains encountered 
have been streptococci. The author has obtained good 
results from the use of autogenous vaccines and staphylo- 
coccal toxoid. He states that “* the condition is remark- 
able for the variety of symptoms from case to case and 
for the ability to simulate or complicate other diseases ”’. 
A formidable list of these other diseases is given, in- 
cluding gastritis and other intestinal disturbance caused 
by swallowing irritating discharge. However, headache 
is not usual unless an acute infection is superimposed on 
the chronic condition. 

[The allergic factor seems rather to be taken for granted. 
An interesting point is the fact that alcoholic excess was 
a contributory factor in 4 out of the 14 cases described.] 

F. W. Watkyn-Thomas 
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Urogenital System 


846. The Treatment of Lipoid Nephrosis with Pred- 
nisone. The Value of Prolonged Hormone Therapy. 
(Traitement des néphroses lipoidiques par la delta- 
cortisone. Intérét des cures hormonales prolongées) 

P. VALLERY-RADOoT, C. LAROCHE, P. MILLIEZ, and 
G. LaGRruE. Semaine des hépitaux de Paris [Sem. Hép. 
Paris] 32, 3017-3025, Oct. 10, 1956. 12 refs. 


The authors report their observations in 18 cases of 
nephrosis (9 in adults and 9 in children) treated with 
prednisone at the H6pital Broussais, Paris. The drug 
was given either in a short intensive course of 30 to 
60 mg. per day, according to age, for 10 to 20 days, 
‘together with a low-sodium diet with added potassium 
chloride (1 to 2 g. daily) and an [unnamed] antibiotic, 
or as a prolonged discontinuous course over one to 
12 months in which prednisone was given in doses of 
30 mg. per day 3 or 4 times a week. Most of the patients 
were treated by both methods at different times. 

Diuresis occurred regularly, usually after 4 to 8 days, 
but in spite of this some patients gained weight because 
of their greatly improved appetite. In 6 cases there was 
a complete remission, the oedema and albuminuria dis- 
appearing and a normal serum lipid level being restored. 
Although some of these patients have been followed up 
for 18 months, the authors suggest it is still too early to 
speak of acure. In 5 cases some degree of albuminuria 
persisted in spite of prolonged and repeated courses of 
prednisone, and also after previous temporary success 
in some cases during treatment with ACTH or hydro- 
cortisone. In the remaining 7 cases the authors regarded 
. the treatment as a failure. In one of these cases renal 
biopsy showed the condition to be one of subacute 
glomerular nephritis, but with normal blood pressure 
and blood non-protein nitrogen level and only slight 
microscopic haematuria; in another there was a history 
of severe burns shortly before the onset of nephrotic 
signs; in the 5 other cases, mainly because of some 
untoward side-effect such as a rise in blood pressure or 
an increase in excretion of non-protein nitrogen, con- 
tinuation of treatment was considered to be inadvisable. 
It is concluded that on the whole the number of good 
results obtained was no greater than with other methods 
of treatment in pre-corticoid days. L. H. Worth 


847.. The Effects of Diet on Renal Function in Healthy 
Men 

F. SARGENT and R. E. JoHNSON. American Journal of 
Clinical Nutrition [Amer. J. clin. Nutr.] 4, 466-481, Sept.- 
Oct., 1956. 4 figs., 25 refs. 


To evaluate the effect on renal function of changes 
in diet and daily activity the authors, at the University 
of Illinois, Urbana, subjected 211 healthy young men to 
a rigorously controlled study in which twenty different 
nutritional regimens were investigated, ranging from 
virtual starvation up to a diet providing 3,000 Cal. per 
day with varying proportions of protein, fat, and carbo- 


hydrate and either a free or limited intake of water. 
Both qualitative and quantitative tests were carried out. 
It was shown that a low-calorie diet, particularly one 
containing a high proportion of fat, frequently resulted 
in ketonuria; starvation or a pure carbohydrate diet 
was often associated with the appearance of erythrocytes 
and hyaline casts in the urine; albuminuria is not com- 
monly associated with nutritional imbalance in a 
temperate climate, although it was shown to occur fre- 
quently on exposure to cold. Creatinine clearance was 
reduced in acute dehydration or during a period of low 
caloric intake, independent of the proportion of calories 
derived from protein, fat, or carbohydrate. On the 
other hand chronic dehydration did not significantly 
alter the creatinine clearance, although blood urea and 
creatinine levels increased, particularly on a diet con- 
taining more-than 12 g. of nitrogen per day. The 
clearances of sodium, chloride, and of total “‘ osmotically 
active substances ”’ were also affected by dietary varia- 
tions, being lowest on a pure carbohydrate diet. By 
varying the salt, water, and protein content of the diet 
it was possible to induce “* pure ”’ water depletion, salt- 
depletion hydropenia, and mixed salt and water depletion, 
associated with either a high or a low daily output of 
osmotically active substances (the osmotic load). In 
normally hydrated subjects a test dose of water amount- 
ing to 2% of body weight was largely excreted within 
4 hours, there being a tendency for the excretion to take 
longer with a low osmotic load. In dehydrated subjects 
recovery of the test dose of water was prolonged only if 
the osmotic load was greater than 675 milliosmols per 
day; below this level the test dose was excreted at - 
a normal speed even though the subjects were de- 
hydrated. The rate of urinary osmotic excretion is 
closely related to the obligatory urine volume and to the 
isosmotic urine volume (when the osmotic urine:serum 
ratio is 1). From this relationship the authors have 
derived a formula for calculating the maximum possible 
concentrating power of the kidney, which they state is 
reached when the urine:serum osmolar ratio is 5-22. 
The application of these findings to the interpretation 
of studies of renal function in various clinical conditions 
is discussed. Robert Mahler 


848. A Physiopathological Study of a Case of Salt-losing 
Nephritis. (Etude physiopathologique d’une néphrite 
avec perte de sel) 

H. CLeemport and L. KARHAUSEN. Revue francaise 
d’ études cliniques et biologiques {Rev. frang. Et clin. biol.] 
2, 64-71, Jan., 1957. 4 figs., 16 refs. 


849. Disturbances of Renal Function after Concussion of 
the Brain. (Nierenfunktionsstérungen nach Commotio 
cerebri) 

K. Stucke and G. CARSTENSEN. Deutsche medizinische 
Wochenschrift [Dtsch. med. Wschr.| 82, 177-179, Feb. 1, 
1957. 1 fig., 19 refs. 
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850. Estimation of the Ratio between the Radioactivity 
of Erythrocytes and of Plasma in the Study of Thyroid 
Function with Radioactive Iodine. (La mesure du rap- 
port radio-activité globulaire/radio-activité plasmatique 
dans !’exploration de la fonction thyroidienne par le 
radio-iode 131) 

A. Loverpo and R. FAauvert. Revue francaise d’études 
cliniques et biologiques (Rev. frang. Et clin. biol.| 1, 877- 
881, Oct., 1956. 4 figs., 6 refs. : 


In the investigations of thyroid function aie reported 
from the Hépital Beaujon, Paris, the authors employed 
the method of Scott et ‘a/. which consists in determining 
the ratio of the radioactivity in the plasma to that in the 
erythrocytes following the administration of a tracer dose 
(100 juc.) of radioactive iodine (1311), from which can be 
calculated the level of circulating labelled thyroid hor- 
mone—which the authors express quantitatively as a 
percentage of the dose injected per litre of plasma, 
corrected for body weight. The technique and method 
of calculation are explained in detail. The method 
avoids certain pitfalls inherent in other methods, such 
as the influence of renal clearance of 13!I. 

The authors first examined 55 patients who were either 
euthyroid or had simple goitre (91 observations). In 
these cases the ratio between the radioactivity in the 
erythrocytes and that in the plasma did not diminish 
between 30 minutes and 3 hours. However, in 82 
patients with hyperthyroidism, although the ratio was 
the same after 30 minutes as in the euthyroid group 
(mean ratio 0-65 for 55 observations), after 2 to 3 hours 
it was significantly diminished (0-53 for 68 observations) ; 
such a result is, however, not valid for any individual 
case, but only for a majority of hyperthyroid patients, 
because of the influence of other factors. After 48 
hours the difference between the two groups was still 
more marked, especially in regard to the plasma con- 
centration of labelled thyroid hormone. In 3 patients 
with myxoedema the ratio was practically unchanged 
after 48 hours. In such cases the elimination of the 
injected 131] is often incomplete after 48 hours because 
of renal insufficiency. V. C. Medvei 


851. Sporadic Non-endemic Goitrous Cretinism. Identi- 
fication and Significance of Monoiodotyrosine and Diiodo- 
tyrosine in Serum and Urine 

E. M. McGirr, J. H. Hutcuison, and W. E. CLEMENT. 
Lancet [Lancet] 2, 906-908, Nov. 3, 1956. 6 figs., 
24 refs. 


Stanbury and various colleagues have shown that in 
sporadic cases of goitrous cretinism, usually familial, 
occurring outside areas of endemic goitre there may be 
one of at least three possible defects in the synthesis of 
the thyroid hormone, namely: (1) an inability to in- 
corporate inorganic iodide into an organic iodine- 
containing compound; (2) an impaired ability to couple 
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two molecules of diiodotyrosine to yield thyroxine: and 
(3) an escape of the hormone precursors monoiodo- 
tyrosine and diiodotyrosine from the thyroid gland with 
the loss of their iodine, which is normally conserved 
within the gland. 

In this paper from the Royal Infirmary, Glasgow, the 
present authors report the results of detailed investiga- 
tions on 2 further members of a family of itinerant 
tinkers affected with familial goitrous hypothyroidism, 
some of whom were described previously (Lancet, 1956, 
1, 1035; Abstracts of World Medicine, 1957, 21,58; and 
earlier papers). The defect was similar in them all. The 
enlarged thyroid gland took up radioactive iodine avidly, 
bound it to protein, and released it rapidly into the 
circulation in an organic form. An important addi- 
tional finding in the present cases was that the serum of 
one of these patients contained monoiodotyrosine and 
diiodotyrosine as well as some thyroxine, and that the 
urine of both patients contained mono- and diiodo- 
tyrosine. 

The authors suggest that the metabolic disorder in 
this family is due to a deficiency of an enzyme, dehalo- 
genase, in the thyroid gland, the function of which is to 
deiodinate mono- and di-iodotyrosine when they are 
released from storage in the colloid. This accounts for 
the rapid loss of these precursors of thyroxine from the 
gland and their presence in the serum and urine. The 
concentration of thyroid hormone in the serum, how- 
ever, is low and this gives rise to symptoms of hypo- 
thyroidism; further, it stimulates the pituitary gland 
to secrete thyrotrophic hormone which, in turn, is the 
cause of the goitre. A. C. Crooke 


ADRENAL GLANDS 


852. Effect of Corticotrophin on Secretion of Aldo- 
sterone 
A. F. MuLier, A. M. RIONDEL, and E. L. MANNING. 
Lancet [Lancet] 2, 1021-1024, Nov. 17, 1956. 6 figs., 
11 refs. 


It is pointed out that urinary excretion of aldosterone 
can be regulated by changes in the volume of body fluid. 
Further, some workers have found that corticotrophin 
(ACTH) stimulates aldosterone secretion, but the 
evidence for this is conflicting, and the present authors, 
in this paper from the University of Geneva, describe 
an investigation of the part played by ACTH in regu- 
lating aldosterone secretion in healthy subjects receiving 
a constant diet and fluid intake. In all subjects the 
blood level of corticoids and the urinary excretion of 
17-hydroxycorticoids and of aldosterone were deter- 
mined. 

In a preliminary trial on 8 subjects without dietary 
control ACTH appeared to stimulate urinary excretion 
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of aldosterone, but the effect was variable. Further 
experiments showed that whereas no significant rise in 
aldosterone excretion occurred after ACTH in a subject 
whose intake of sodium was normal, in 2 subjects whose 
sodium intake was restricted to 10 mEq. daily aldo- 
sterone excretion increased markedly after ACTH. A 
diurnal rhythm in excretion of the hormone was also 
demonstrated, larger quantities being excreted in the 
daytime. The authors state that although the effect of 
ACTH on aldosterone excretion appeared to be rapid, 
it was of short duration. 

It was also found that if ACTH was given to a subject 
on a low-sodium diet when the effect of vasopressin and 
water was wearing off and body weight was decreasing, 
urinary excretion of aldosterone increased to six or seven 
times the control amount. In one subject, however, 
whose weight continued to increase on this regimen the 
effect was iess marked. _ 

In the authors’ view the results indicate that ACTH 
can stimulate adrenal production of aldosterone. How- 
ever, since fluid retention occurs at the same time and 
this directly inhibits aldosterone secretion, the resultant 
effect will vary, depending on the relative preponderance 
of the two factors—that is, whether the subject gains 
weight or loses weight while the ACTH is -being ad- 
ministered. Denis Abelson 


853. The ACTH Zinc Test of Adrenocortical Function. 
(Test 4 1’A.C.T.H. zinc pour l’exploration de la cortico- 
surrénale) 

C. DARNAUD, Y. DENARD, G. Moreau, A. SERRES, 
R. Sarpou, and P. VeREz. Revue d’études 
cliniques et biologiques (Rev. frang. Et. clin. biol.| 1, 882- 
893, Oct., 1956. 15 figs., 25 refs. 

In the original Thorn test the fall in the eosinophil 
count 4 hours after one intramuscular injection of 25 mg. 
of ACTH was taken as an expression of adrenocortical 
response, a fall of over 50°% being regarded as a sign 
that adrenocortical function was satisfactory. It soon 
appeared, however, that local changes at the site of 
injection tended to cause a “ resistance”, especially in 
patients who had previously received ACTH, thus pro- 
ducing a lack of eosinophil response and giving rise to 
misleading test results in some 7 or 8°% of cases. Thorn 
then introduced the 48-hour test, in which intramuscular 
injections were given every 6 hours and the fall in the 
eosinophil count and the increase in urinary 17-keto- 
steroid excretion were observed. Later, he introduced 
the 8-hour intravenous infusion test with ACTH as a 
quantitative measure of adrenocortical stimulation, but 
Thorn himself gave the warning that any such infusion 
in a patient with untreated Addison’s disease might have 
grave consequences. = 

The authors, working at the Medical Clinic, Toulouse, 
have therefore used a delayed-action preparation of 
ACTH in zinc phosphate, of which they gave a single 
intramuscular injection of 40 units (2 ml.) at 8 a.m., 
eosinophil counts being carried out before the injection 
and 8, 14, 18, and 22 hours thereafter. The urinary 
17-ketosteroid and 17-hydroxysteroid excretion was also 
estimated the day before and on the day of the test. 
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Of the 52 subjects examined, 32 were healthy, 9 were 
patients with Addison’s disease (2 untreated), 5 had 
haemochromatosis, and 6 were obese. In the normal 
subjects the fall in the eosinophil count exceeded 90°%, 
and the urinary excretion of 17-ketosteroids and 17- 
hydroxycorticosteroids was significantly increased on the 
day of the test, the results being comparable to those of 
the 8-hour infusion test. In the patients with Addison’s 
disease the eosinophil count never fell below 50°% and 
the urinary steroid excretion was not increased, but there 
were no untoward symptoms. 

In the 5 patients with haemochromatosis the results 
were variable; the urinary steroid excretion was un- 
changed. In the obese patients ACTH given intra- 
muscularly had no influence on the eosinophil count or 
the steroid excretion, probably because of local inactiva- 
tion by the fatty tissue. The test would, therefore, 
appear to be invalid in obese patients. 

V. C. Medvei 


854. Treatment of Addison’s Disease 
R. N. Beck and D. A. D. MontGomerY. British Medical 
Journal (Brit. med. J.| 2, 921-923, Oct. 20, 1956. 10 refs. 


The results of combined treatment (deoxycortone 
acetate, sodium chloride, and cortisone) and of cortisone 
alone in 4 cases of Addison’s disease are reported from 
the Royal Victoria Hospital, Belfast. The criteria on 
which the relative values of the two regimens were based 
were: (1) energy and capacity for work; (2) sense of 
well-being, emotional tone, and mental state; (3) libido; 
(4) incidence and severity of infections and crises; 
(5) weight; (6) blood pressure; (7) pigmentation; and 
(8) electrolyte balance and blood count. 

‘It is concluded that the results of oral administration 
of 12-5 or 25 mg. of cortisone daily are just as satisfactory 
as those obtained with the combination of drugs, and 
the unpleasantness of implants or of intramuscular 
injections is avoided. T. D. Kellock 


855. Antidiuretic Response to Piperoxan as a Diagnostic 
Test of Pheochromocytoma 

A. E. LetseR and A. C. Corcoran. Journal of the 
American Medical Association [J. Amer. med. Ass.| 162, 
540-544, Oct. 6, 1956. 1 fig., 7 refs. 


The authors, writing from the Cleveland Clinic 
Foundation, Cleveland, Ohio, describe a diagnostic test 
for pheochromocytoma based on the observations of 
Corcoran, Dustan, and Page (Circulation, 1956, 14, 221), 
who noted that piperoxan provoked an antidiuretic 
response in patients with hypertension due to pheo- 
chromocytoma, in contrast to the diuresis produced in 
healthy subjects or patients with hypertension due to 
other causes. The patient fasted overnight and in the 
morning was given one litre of 0-25°% sodium chloride 
solution by. mouth, voiding immediately afterwards. 
This specimen of urine was discarded, but afterwards 
urine was collected at 4 successive 30-minute intervals, 
piperoxan hydrochloride being given intravenously 
(20 mg. in 2 minutes) after the second specimen had 
been collected. Blood-pressure changes were recorded 
throughout the test. 


|_| 
n 
‘ 
]- 
1e 
of 
ry 
on 


272 


In 35 control subjects who were normotensive or 
hypertensive from causes other than pheochromocytoma 
there was increased urinary flow after piperoxan (the 
volume of the third specimen was greater than that of 
the second). In 2 cases of pheochromocytoma, which 
are described, the response to piperoxan was antidiuretic 
(the volume of the third specimen being smaller than 
the second). A similar antidiuretic response was ob- 
tained in 4 other cases of pheochromocytoma (but these 
were not tested under standardized conditions) and in 
several healthy subjects receiving continuous infusion of 
L-noradrenaline and adrenaline. 

The authors recommend this test to confirm the results 
of the usual pharmacological tests, especially where false 
positive depressor responses to phentolamine are likely, 
as in hypertensive patients being treated with preparations 
of Rauwolfia. Nancy Gough 


856. Adrenal Virilism Treated with Steroids 

A. W. Spence, J. S. JENKINS, and A. M. RosINsoN. 
British Medical Journal [Brit. med. J.] 2, 1348-1351, 
Dec. 8, 1956. 5 figs., 12 refs. 


The authors, from St. Bartholomew’s Hospital, 
London, report 4 cases of virilism treated with cortisone, 
hydrocortisone acetate, prednisone, or prednisolone for 
periods of 6 to 18 months. The rapid reduction in the 
urinary excretion of 17-ketosteroids from the previous 
high level was regarded as evidence that in all cases the 
condition was due to adrenocortical hyperplasia. All 


the steroids were effective, including hydrocortisone. 


acetate by intramuscular injection at weekly or fort- 
nightly intervals. Menstruation was restored in one 
case and hirsuties reduced in the others. C. L. Cope 
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857. A Contribution to the Study of Sulphonamides 
with Hypoglycaemic Activity. (Contributo allo studio 
dei composti sulfamidici ad azione ipoglicemizzante) 

U. Butrurini. Giornale di clinica medica [G. Clin. med.]} 
37, 1217-1248, Sept., 1956. Bibliography. 


The author reports, from the Institute of Medical 
Pathology, Bologna, the results of the treatment of 
diabetic patients with the hypoglycaemic sulphonamides 
“BZ 55” (carbutamide; “insoral”’) and “D 860” 
(“ neo-insoral”’). The 75 patients were divided into 
four groups as follows: (1) 5 patients with juvenile 
diabetes (age 16 to 24 years); (2) 10 patients in the 
pre-diabetic phase (age 36 to 50); (3) 15 patients in 
glycaemic equilibrium receiving .special diet and 20 to 
30 units of insulin daily (age 35 to 45); and (4) 45 
patients with frank hyperglycaemia and glycosuria 
receiving a similar diet and 35 to 120 units of insulin 
daily (age 35 to 65). 

In all cases extensive blood determinations were 
carried out and the diet was regulated a week before 
the beginning of the study, but the patients’ usual dose 
of insulin remained unchanged. In 58 of the cases the 
dosage of carbutamide was 2-5 g. divided in 3 doses daily 
for 2 days, and 2 g. daily thereafter. lf the blood sugar 
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level showed no sudden changes this regimen was con- 
tinued for 8 days; if after that time the blood sugar 
level did not fall to normal or subnormal the treatment 
was suspended, as occurred in 12 cases. In the remaining 
17 patients no fixed scheme was pursued, the dosage 
being adjusted as required. The treatment was main- 
tained for 8 months in 6 cases, for 6 months in 12, for 
4 months in 18, and for periods ranging from 20 days 
to 4 months in the remainder. 

The effects of treatment were as follows. No result 
was obtained in one patient in Group 3 and in 11 in 
Group 4 (17-1% of the series). Optimal results (that is, 
a normal blood sugar level within 5 days after treatment 
with a maintenance dose of 1 g. of carbutamide for 15 
days and another 15 days without treatment) were 
obtained in all 10 patients in Group 2, 7 in Group 3, 
and 7 in Group 4 (34-2°%%), while “‘ good” results were 
noted in 5 patients in Group 3 and 14 in Group 4 (27-1%). 
In the cases of juvenile diabetes there was no benefit. 
[The numerous detailed observations should be read in 
the original paper. ] 

No untoward effect on haematopoiesis was found even 
after administration of a total of 260 g. of carbutamide 
over 8 months. The literature, and particularly the 
series of relevant papers in the British Medical Journal 
(1956, 2, 431-454), is discussed critically. 

V. C. Medvei 


858. Clinical and Pharmacological Effects of Substance 
BZ-55 in Diabetes (p-Aminophenylsulfonyl Butylcar- 
bamide) 

W. R. Kirtiey, A. S. Ripotro, M. A. Roor, and 
R.C. ANDERSON. Diabetes [Diabetes] 5, 351-357, Sept.— 
Oct., 1956. 6 figs., 8 refs. 


Clinical and pharmacological studies of carbutamide 
(“ BZ 55’) are reported. Experiments showed that its 
acute toxicity in animals was low, but in tests of chronic 
toxicity 2 out of 10 rats given a diet containing 1% of 
carbutamide died at 33 and 121 days respectively, | 
whereas all 10 animals given a diet containing 2% of 
the drug were dead at 205 days. Post-mortem examina- 
tion revealed crystalluria in 4 animals and central 
necrosis of the liver in one; hypertrophy of the thyroid 
gland was found in half of the animals given a diet 
containing 2°% of the drug. 

Altogether 50 patients were treated with carbutamide 
in a dosage of 2:5 g. on the first day, 1-5 g. on the second, 
and 1 to 2 g. daily thereafter. The blood carbutamide 
level ranged from 4 to 17 mg. per 100 ml., but there 
did not appear to be a good correlation between the 
blood level and the clinical response. Certain patients 
responded poorly or not at all to carbutamide; for 
example, in a 38-year-old acidotic male there was an 
immediate deterioration in the diabetic state as soon as 
insulin was stopped and carbutamide administration 
begun. Thyroid function, as measured by 13!I uptake 
of the thyroid gland, the serum protein-bound iodine 
level, and the basal metabolic rate in 10 cases, remained 
normal. Sensitivity reactions, such as skin rash and 
leucopenia, although infrequent, occurred early in the 
course of treatment. I. McLean Baird 
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859. Sulfonylureas and Diabetes Mellitus: I. Clinical 
Evaluation. II. Preliminary Studies of the Mechanism 
of Action 

R. W. Cox, E. D. HENLEy, E. B. FerGus, and R. H. 
Diabetes [Diabetes| 5, 358-365 and 366-371, 
Sept.—Oct., 1956. 9 figs., 35 refs. 


In the first of these papers from the University of 
Washington School of Medicine, Seattle, a clinical study 
is reported of the hypoglycaemic effects of tolbutamide 
and carbutamide in 56 diabetic patients, 34 of whom 
were treated in hospital initially. Optimum dietary and 
insulin requirements were determined before treatment 
started. The dosage of the drugs varied, but most 
patients received 3 g., 2 g., and 1 g. on successive days. 
The maintenance dose was usually 1 g. daily, but in 
some cases as much as 5 g. of carbutamide or 6 g. of 
tolbutamide was given daily. The duration of treat- 
ment varied from 4 to 90 days. 

' With this regimen the diabetes was controlled without 
supplementary insulin in half the patients, while all those 
whose insulin requirements were less than 10 units daily 
achieved excellent control with these drugs alone. It 
was found that the metabolic response to insulin, 
glucagon, and adrenaline was not altered by these doses 
of tolbutamide or carbutamide, and that retention of 
tracer doses of insulin—!3!J in the plasma was not affected. 
Symptoms such as nausea were observed in 12 patients, 
but in none of the patients were there any objective signs 
of toxicity. 

In the second paper some experimental work on the 
toxicity and hypoglycaemic effect of the drugs in animals 
is described. It was found that neither carbutamide 
nor tolbutamide affected the alpha cells of the pancreas 
of rats. A hypoglycaemic effect was produced in intact, 
nephrectomized, hypophysectomized, or hepatectomized 
rats; further, adrenalectomy increased the hypoglycaemic 
effect, while pancreatectomy diminished it. Hepatec- 
tomized animals concentrated more insulin in the kidney 
in the presence of tolbutamide than did controls. 


I. McLean Baird 


860. Relation to Quantity of Sulfonylurea by Mouth of 
the Hypoglycemic Response in Normal Human Subjects 
D. Drencotr and I. A. Mirsky. Journal of Pharmaco- 
logy and Experimental Therapeutics [J. Pharmacol.] 118, 
168-173, Oct., 1956. 4 figs., 11 refs. 


An investigation of the hypoglycaemic effects of 1- 
butyl-3-p-tolylsulphonylurea (tolbutamide) given orally to 
54 non-diabetic men and women, and of its sodium salt 
given to 20 additional healthy men and women, is 
reported from the University of Pittsburgh, Pennsylvania. 
A 2% solution of each preparation was used, and the 
dose ranged from 10 to 100 mg. per kg. body weight. 
For purposes of comparison 21 non-diabetic subjects 
received insulin intravenously in doses of 0-05 or 0-1 unit 
per kg. body weight, while 6 subjects who received 5 ml. 
of a 0-5% solution of sodium bicarbonate per kg. body 
weight served as controls. 

The results showed that the sulphonylurea produced 
a significant hypoglycaemic reaction, the duration of 
which was directly correlated with the dosage of the 
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drug. This consisted in an initial rapid hypoglycaemic 
phase, which was over in 2 hours, and a prolonged 
hypoglycaemic phase; in both these there was in- 
creased response to increase of dosage up to 50 mg. 
per kg. body weight, but not to doses above this level. 
A significant linear relationship was found on plotting 
the hypoglycaemic response against the logarithm of the 
total dosage, provided the latter did not exceed 3 g. 
The soluble sodium salt evoked a hypoglycaemic response 
similar to that of the parent substance. 

The initial hypoglycaemia produced by the intravenous 
injection of 0-05 and 0-1 unit of insulin per kg. body 
weight showed a close similarity to that obtained with 
tolbutamide in doses of 10 and 50 mg. per kg. respec- 
tively. The return of the blood sugar level to normal 
within 2 hours after the injection of insulin, however, 
contrasted with the significant hypoglycaemia still pre- 
sent 3 hours after giving tolbutamide. The authors 
point out that the hypoglycaemic effect of this drug 
depends on the presence of insulin, since it is not pro- 
duced in depancreatectomized dogs or alloxanized 
rabbits, and they suggest that the persistent hypogly- 
caemia may be due to the insulinase-inhibitory action of 
the sulphonylureas. Gerald Sandler 


861. Cortisone Induced Impairment of Glucose Tolerance 
in the Detection of the Diabetic Diathesis 

L. J. P. DuNcAN. Quarterly Journal of Experimental 
Physiology and Cognate Medical Sciences [Quart. J. exp. 
Physiol. 41, 453-461, Oct., 1956. 4 figs., 11 refs. 


The author has previously described (Quart. J. exp. 
Physiol., 1956, 41, 85) the use of the “* increment index ” 
(that is, the rate of fall of the blood glucose level) in the 
performance of an intravenous glucose tolerance test, 
and in the further study here reported from the University 
of Edinburgh the same technique was employed in investi- 
gating the effect of cortisone on glucose tolerance. In 
preliminary experiments it was found that an oral dose 
of 400 mg. of cortisone lowered the increment index in 
normal subjects, but one of 200 mg. given 2 hours before 
the injection of glucose affected neither the fasting blood 
glucose level nor the increment index in 20 normal 
subjects, but did so significantly in diabetic patients. 
A dose of 200 mg. of cortisone was therefore adopted 
as the critical dose. 

The test was then performed on three groups of 
patients, (1) mild diabetics, (2) “ latent” diabetics, and 
(3) ** prediabetics ’’, both with and without preliminary 
administration of cortisone. In all of 16 patients with 
mild diabetes the increment index was low before 
cortisone was given (indicating impaired tolerance), and 
was lowered still farther after taking 200 mg. of cor- 
tisone. Group 2 included 10 “‘ latent ” diabetics, all of 
whom had had an episode of frank diabetes usually in 
response to some extra stress, but in whom oral glucose 
tolerance tests had subsequently given normal results. 
In all of these patients the increment index before cor- 
tisone was about normal, but was markedly lowered by 
administration of 200 mg. of cortisone. The third group 
consisted of 19 patients suspected of being prediabetic 
because of a suggestive family or obstetric history. Of 
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these, 10 showed no fall in the increment index after 
cortisone and none of them has so far become diabetic. 
In the other 9 patients, however, cortisone produced a 
fall in the increment index, which had previously been 
normal, and of these, 2 subsequently became frankly 
diabetic. 

A small number of patients with impaired glucose 
tolerance associated with other conditions, such as 
hepatic cirrhosis and obesity, showed no exaggeration 
of their glucose intolerance after the administration of 
cortisone. 

[This test should prove of great value in detecting 
incipient diabetes, particularly when such a diagnosis is 
of importance, as for example, in pregnancy.] 

T. D. Kellock 


862. Aetiology and Management of Lesions of the Feet 
in Diabetes 

W. OAKLEY, R. C. F. CATTERALL, and M. M. Martin. 
British Medical Journal [Brit. med. J.| 2, 953-957, 
Oct. 27, 1956. 5 figs., 14 refs. 


The investigation described herein was concerned 
chiefly with the aetiology and treatment of lesions of the 
feet in diabetes. Of 3,788 patients attending the diabetic 
clinic at King’s College Hospital, London, between 1950 
and 1953, 146 had symptoms and signs of occlusive 
arterial disease in the legs. An analysis of these 146 
cases to determine the relationship between this con- 
dition and the age and sex of the patient and the duration 
of diabetes revealed that arterial disease was absent in 
patients under 40 and occurred only in a few patients 
aged 40 to 49; after 50 the incidence of the condition 
rose sharply, being highest in the age group 60 and 
over. Male diabetics, especially those in the older age 
groups, were more commonly affected than females. 
The incidence of arterial disease did not appear to be 
related to the duration of diabetes. Of a recent series 
of 250 patients in whom diabetes was first diagnosed 
before the age of 15 and had been present for not less 
than 10 years, none showed signs of occlusive vascular 
disease. In most of these young diabetics the disease 
was severe and its control variable. Thus -old age 
appeared to be the common factor in cases of peripheral 
arterial disease, and the duration, severity, and control 
of the diabetes of secondary importance. 

It has been assumed too readily, the authors state, 
that lesions of the feet in younger diabetics are due to 
peripheral arterial disease, for -the majority of these 
patients have an adequate blood supply, the common 
defect being diabetic neuropathy. The increased in- 
cidence of lesions of the feet in diabetics can be explained 
by the “‘ superimposition of neuropathy on the degree of 
arterial disease common to non-diabetics of the same 
age and sex”. Impaired response to heat and pain 
leads to the production of callosities, ulcers, and local 
gangrene, while weakness of intrinsic muscles gives rise 
to deformities of the foot which may cause necrosis by 
pressure on the shoe: The authors advise that shoes 
should be made to measure, appliances inside the shoe 
being avoided. In cases of deep ulceration expert 
surgical treatment is necessary. 
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The pure ischaemic lesion, unassociated with neuro- 
pathy, is not so common as is generally supposed. In 
such cases treatment is most unsatisfactory, and while 
sympathectomy may relieve pain in some, amputation 
is the only reliable procedure. In the authors’ view it 
is better to remove a single gangrenous toe by dis- 
articulation rather than wait for the gangrenous area 
to separate. When more than one toe is affected it is 
usually advisable to remove all 5 toes, and if gangrene 
extends to the foot, amputation below the knee is 
indicated. In the past 18 months below-knee amputa- 
tion has been performed on 50 occasions by Silbert’s 
method without a single re-amputation or a single death 
attributable to operation. 

A combination of sepsis, neuropathy, and ischaemia 
is a grave and urgent problem. Radical incision is 
essential and enough bone must be removed to let the 
edges of the wound come together without tension. 

To prevent gangrene of the heels, the legs may be 
supported by slings from an overhead beam. If healing 
does not occur within 10 days, a below-knee amputation 
is advised. K. O. Black 


863. The Development of Diabetic Retinopathy. Effects 
of Duration and Control of Diabetes 

R. C. Harpin, R. L. Jackson, T. L. JoHNsTON, and 
H. G. Ketty. Diabetes [Diabetes] 5, 397-404, Sept.— 
Oct., 1956. 6 figs., 8 refs. 


The relationship of diabetic retinopathy to the duration 
and degree of diabetic control was studied in 132 dia- 
betics, 69 males and 63 females, average age 24-3 years, 
in whom the disease developed before the age of 15, 
the duration varying from 10 to 29 years. The degree 
of retinopathy was assessed on a 9-point scale and the 
degree of control of diabetes on a 6-point scale. The 
correlation coefficients of the relationship of retinopathy 
to the duration of diabetes and the degree of control 
were calculated. 

There was a significant correlation between the degree 
of control and the incidence and severity of retinopathy, 
but no correlation could be found between the incidence 
of retinopathy and the duration of the diabetes. This 
contrasted with the findings in the same group of patients 
5 years before, when a significant correlation was found 
between the duration of diabetes and the incidence of 
retinopathy. This finding indicates that the duration of 
diabetes is not a factor in the development of retinopathy. 
It is suggested that poor control of the disease favours 
production of diabetic retinopathy, and that further 
studies of the pathological physiology in well controlled 
and poorly controlled diabetics may provide an explana- 
tion of the vascular degeneration. J. McLean Baird 


864. Fatal Agranulocytosis during Carbimazole Therapy 
G. B. Tarr. Lancet [Lancet] 1, 303, Feb. 9, 1957. 
3 refs. 


865. The Personality and Intelligence of Diabetics 
A. J. Kusany, T. 8. DANowskKI, and C. Moses. Diabetes 
[Diabetes] 5, 462-467; Nov.—Dec., 1956. 1 fig., 32 refs. 


| = 
| 
b 
Ww 
n 
fa 
is 
ac 
tu 
mi 
an 
cas 
86 
De 
H. 
2 | 
hor 
| refe 
: Ma 
artl 
| hyd 
| for 
Prec 
cyte 
conc 
incre 
with 
Di 
stres; 
alter: 
artici 
rheur 
toms 
toa 
oa 
‘ rheun 


866. A Serum Anticoagulant Factor in Systemic Lupus 
Erythematosus 


S. Swirt. A.M.A. Archives of Dermatology [A.M.A. 
Arch. Derm.] 74, 296-299, Sept., 1956. 7 refs. 


In this paper from the University of Oregon Medical 
School the author gives the clinical histories of 2 patients 
suffering from systemic lupus erythematosus in whose 
blood circulating anticoagulants were present. During 
a relapse the first patient developed thrombocytopenic 
purpura. Investigation showed a prothrombin con- 
centration of 57°%%, and bleeding and coagulation times 
were both more than 30 minutes. When mixed with 
normal blood the anticoagulant from the patient’s blood 
was found to inhibit coagulation at a dilution of 1:10. 
The anticoagulant is thought to be an antithromboplastin 
factor. After 6 months’ prednisone therapy the patient 
is in good health and there is complete absence of. cir- 
culating anticoagulant. The second patient had both 
acute systemic lupus erythematosus and active pulmonary 
tuberculosis. Although there were no haemorrhagic 
manifestations, laboratory tests revealed a circulating 
anticoagulant with properties similar to that in the first 
case. E. G. Rees 


867. Present Therapeutic Status of Cortisone and Its 
Derivatives, with Special Reference to Rheumatic Diseases 
H. F. British Medical Journal (Brit. med. J.] 
2, 1253-1259, Dec. 1, 1956. 8 figs., 13 refs. 


A study of the potency of various adrenocortical 
hormones and some of their analogues, with special 
reference to rheumatic diseases, is reported from the 
Mayo Clinic. One patient who had severe rheumatoid 
arthritis was given 20 mg. of prednisone daily for 36 
days and, after a rest period of 12 days, 80 mg. of 
hydrocortisone (free alcohol) daily for 24 days; this 
was followed by prednisone in a dosage of 20 mg. daily 
for 6 days, 17-5 mg. for 6 days, and 15 mg. for 6 days. 
Prednisone and hydrocortisone in these dosages had 
equally satisfactory antirheumatic effects and the erythro- 
cyte sedimentation rate tended to return to normal. 
Prednisone had little effect on the plasma potassium 
concentration, which, however, decreased during ad- 
ministration of hydrocortisone. The haematocrit value 
increased and body weight decreased during treatment 
with prednisone, but no such changes were observed in 
response to hydrocortisone. 

Discussing the problem of hypercortisonism, the author 
stresses that temporary relief may be obtained from an 
alteration in dosage of the drug. The muscular and 
articular aching which accompanies this syndrome is 
unlike that associated with an exacerbation of the 
rheumatoid arthritis. Synovitis is minimal and symp- 
toms are relieved by rest. The syndrome may give rise 
to a variety of mesenchymal reactions, which in some 
instances are irreversible and death results, Of 128 
rheumatoid patients with chronic hypercortisonism, 18 
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had L.E. cells in the plasma or bone-marrow or both, 
and temperature exceeded 100° F. (37-°8°C.). In 5 
patients panarteritis histologically identical with peri- 
arteritis nodosa developed. 

Discussing the dosage of these hormones in chronic 
rheumatic conditions the author states that the optimum 
dosage in women after the menopause is 20 to 30 mg. 
of cortisone or 3-5 to 5 mg. of prednisone daily, while 
before the menopause the daily dosages are 30 to 37-5 
mg. and 5 to 6-5 mg. respectively. In adult males the 
optimum dosage is 37-5 to 50 mg. of cortisone or 6 to 
9 mg. of prednisone daily. The hormones are tolerated 
by 50 to 60°% of the patients in whom they are indicated, 
and active signs of disease are controlled in about 75% 
of them. D. Preiskel 


868 (a). Hyaluronidase Activity of the Serum in Rheumatic 
Fever. (K sompocy 06 aKTHBHOCTH 
pacmpocrpaHeHHA) B CBIBOpOTKe KDPOBH 
PEBMATH3MOM) 

E. P. STEPANYAN and G. E. Percuikova. Tepanee- 


muxeckuk Apxue [Ter. Arkh.) 28, 5-8, No. 5, 1956. 
5 refs. 


868 (b). Mucopolysaccharides (Hyaluronic Acid) in Rheu- 
matic Fever. (Cocroanwe (rua- 
JIYPOHOBOH KHCNOTHI) PeBMaTH3Me) 
E. I. CHazov. Tepaneemuyecxui Apxue [Ter. Arkh.] 
28, 8-14, No. 5, 1956. 2 figs., 19 refs. 


The authors of the first article, working at the Institute 
of Therapeutics of the Academy of Medical Sciences, 
Moscow, have studied hyaluronidase activity in the serum 
in cases of rheumatic fever in relation to the severity of 
the disease, and the response to treatment. They 
employed McClean’s method of estimating hyaluronidase. 
Although they could not establish any direct relationship 
between the hyaluronidase content of the serum and the 
severity of the case, its presence in quantities above the 
** normal ” level was constantly associated with clinically 
active rheumatic fever and the titre diminished in parallel 
with clinical improvement. ; 

_ The author of the second on the other hand has 
estimated antihyaluronidase activity in the serum of 
50 patients with active rheumatic fever at the First 
Moscow (Order of Lenin) Medical Institute, and comes 
to the following conclusions. (1) During rheumatic 
fever there is an increased concentration in the serum 
of anti-hyaluronidase and of the “ non-specific’ hyal- 
uronidase inhibitor. (2) The inhibiting activity of the 
serum rises with aggravation of the disease, indicating 
a parallel rise in the hyaluronidase content; its measure- 
ment may be of use for diagnostic and prognostic 
purposes. (3) The administration of antirheumatic 
remedies such as salicylates, ACTH, and “ butadion ” 
(a derivative of phenylbutazone) brings about a fall in 


. the titre of antihyaluronidase and of non-specific inhibi- 


tors concomitantly with the diminution in hyaluronidase 
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activity. (4) In rheumatic fever the balance of the 
hyaluronic-acid—hyaluronidase system is changed and 
the increase in enzyme activity causes destruction of 
mucopolysaccharides, one of the most important con- 
stituents of connective tissue. The antirheumatic 
remedies restore the enzyme system to normal and 
diminish the destruction of mucopolysaccharides. 
A. Koby 


869. Measures for the Avoidance of Adrenal Atrophy in 
Prolonged Corticosteroid Therapy. [In English] 

G. Bike, B. Dome, B. OLHAGEN, and L. O. PLANTIN. 
Acta medica Scandinavica [Acta med. scand.| 155, 245- 
252, Oct. 8, 1956. 20 refs. , 


In women with rheumatoid arthritis the excretion of 
androsterone and etiocholanolone was employed as an 
indicator of the adrenal steroid secretion. The action 
of cortisone, cortisol, 21-cortisol and ACTH on this 
secretion was investigated. — 

Daily administration of 40 mg. of cortisol or 50 mg. 
cortisone resulted in depressed adrenal cortical secretion. 
Even when such medication had been given for 3 to 12 
months, however, relatively small doses of ACTH in 
most cases stimulated endogenous steroid production. 
A schedule has been drawn up, according to which ACTH 
is given intermittently during steroid administration. 
By this means the above-mentioned hazards of prolonged 
steroid therapy may be avoided. The ACTH in the 
schedule can stimulate the adrenals to marked steroid 
production although corticosteroids are concurrently 
given. Inhibition of the adrenal steroid secretion was 
recorded when 4!-cortisol was given in a dosage of 30 mg. 
per day.—[Authors’ summary.] 


870. The Intrinsic Viscosity of Synovial Fluid Hyal- 
uronic Acid 

A. J. Bower. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.| 48, 721-728, Nov., 1956. 
1 fig., 9 refs. 


The synovial fluid of patients with rheumatoid and 
other, unrelated, arthritic conditions is known to have a 
viscosity lower than that in normal joints. It has been 
shown that the viscosity of synovial fluid is related to the 
concentration of hyaluronic acid and particularly to the 
degree of polymerization of its molecules. This paper 
from Wayne University College of Medicine, Detroit; 
presents results on the basis of which it is contended 
that the “ intrinsic viscosity” provides a more reliable 
assessment of the mean degree of polymerization. 
Intrinsic viscosity is defined as ‘‘ the increase in viscosity 
divided by the concentration, extrapolated to zero con- 
centration”. This determines the volume required by 
a molecule during flow in the limit of extreme dilution, 
and hence for a given type of polymer is related directly 
to the degree of polymerization. 

Synovial fluid was obtained from 25 rheumatoid 
arthritic knee-joints and post mortem from 9 normal 
joints and some 25 joints showing other arthritic con- 
ditions. When an insufficient volume of fluid was avail- 
able further fluid was obtained by washing out the joint 
with physiological saline, this procedure being shown to 
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provide equally satisfactory and identical readings. 
Protein was removed by agitating the fluid for one hour 
with chloroform, and the hyaluronic acid content was 
estimated by the carbazole method of Dische. Intrinsic 
values of fluid from normal knee-joints gave a mean 
value of 69-3+4-2 units, whereas the fluid from 25 
rheumatoid arthritic knee-joints showed a mean value 
of 37-6 units, only two results being over 55 units. 
Fluids from cases of traumatic arthritis (32-5 units), 
acute pyogenic arthritis (54-70 units), osteoarthritis 
(49-8 units), tuberculous arthritis (one case) (4 units), 
acute systemic lupus erythematosis (54-2 units, range 
21 to 83), gouty arthritis (50-7 units), and several cases 
of rheumatic fever and scleroderma all gave mean values 
below the normal. Synovial fluid from a case of 
myxoedema showed the highest concentration of hyal- 
uronic acid and the highest relative viscosity, but the 
intrinsic viscosity was well below the normal at 42 units. 
Systemic and intra-articular steroid therapy resulted in 
only slight increase in the viscosity, which was more 
closely related to increase in hyaluronic acid, although 
the clinical results were good. 

In view of these findings it is suggested that the de- 
polymerization of hyaluronic acid is not specifically 
associated with rheumatoid arthritis. The measure- 


ments had no relation to the clinical or laboratory 


evidence of the severity or activity of the rheumatoid 
disease process, and the results achieved with steroid 
therapy indicate that the polymerization of hyaluronic 
acid is unrelated to the inflammatory processes. 

Harry Coke 


871. The Functional State of the Higher Nervous 
Activity in Patients Suffering from Rheumatoid Arthritis. 
(PyHKUMOHATbHOe COCTOAHHE BbICWeH HeEPBHOM 
TEJIbBHOCTH y OOJIbHEIX HHPEKUMOHHBIM 

M. G. AsTAPENKO. Kaunuryecxan Meduyuna [Klin. 
Med. (Mosk.)] 34, 34-41, No. 9, Sept., 1956. 


Writing from the Stalin Second Institute of Medicine, 
Moscow, the author states that rheumatoid arthritis 
shows no preference for patients of a specific nervous 
constitution. The various types of nervous constitution 
considered in the paper are classified mainly according 
to the ideas of Pavlov and are referred to as different 
types of “* higher nervous activity ”’. 

In the course of the disease marked changes occur in 
the higher nervous activity, which are manifested mainly 
by a weakening of the inhibitory processes, of the 
mobility, and later on also of the excitability. The pre- 
morbid state of the higher nervous activity has a marked 
effect on the course of the disease; briefly, the more 
intense the higher nervous activity, the stormier is the 
course of the disease likely to be. 

[This is a most interesting paper, which unfortunately 


does not lend itself to abstracting. ] A, Orley 
872. Periodic Benign Synovitis. Idiopathic Intermittent 
Hydrarthrosis 


A. D. Werner and R. K. GHORMLEY. Journal of Bone 
and Joint Surgery [J. Bone Jt Surg.| 38-A, 1039-1055, 
Oct., 1956. 4 figs., 17 refs. 
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873. Unusual EEG in Unconscious Patient with Brain 
Stem Atrophy 

A. LUNDERVOLD, T. HauGe, and A. C. LOKEN. Electro- 
encephalography and Clinical Neurophysiology [Electro- 


enceph. clin. Neurophysiol.| 8, 665-670, Nov., 1956. 
7 figs., 5 refs. 


The authors describe, from the Institute of Morbid 
Anatomy, Oslo, the case of a patient aged 63 who became 
unconscious following vertebral angiography and re- 
mained so until death 14 years later. At necropsy 
extensive destruction and replacement gliosis were found 
in the pons, medulla, and cerebellum. There was also a 
basilar aneurysm which prevented the flow of blood 
from the basilar artery into the two posterior cerebral 
arteries, both of which were filling from the carotid 
system. Histologically, the greater part of the midbrain 
was intact. 

During life 17 electroencephalographic (EEG) record- 
ings were made. Two records which were obtained 
before unconsciousness supervened were normal, and 
subsequently, even though the patient was deeply coma- 
tose, the alpha activity remained unchanged, although it 
was no longer inhibited by sound or by painful stimuli 
applied to the extremities. There was, however, some 
response, in the form of brief outbursts of theta activity, 
to photic stimulation. Continuous recordings made day 
and night revealed that for a few hours in each 24 a 
normal sleep pattern, including sleep spindles, was 
present. 

In the authors’ view the findings in this case in- 
dicate that unconsciousness is not necessarily attended 
by changes in the EEG when the causal lesion is situated 
below that area of the brain stem which depends for its 
blood supply upon the posterior cerebral arteries. 

John N. Walton 


874. Ischaemic and Postischaemic Paraesthesiae in Poly- 
neuritis 
E. W. Poo.e. Journal of Neurology, Neurosurgery and 


Psychiatry (J. Neurol. Neurosurg. Psychiat.| 19, 281-288, 
Nov., 1956. 15 refs. 


The author, working at the Radcliffe Infirmary, 
Oxford, has studied ischaemic paraesthesiae and the 
paraesthesiae which occur after circulatory release in 
19 cases of polyneuritis of varied aetiology and in 5 cases 
of megaloblastic anaemia, only one with a manifest 
polyneuritis. Using a standard ischaemic test, he made 
serial observations on many of the patients and com- 
pared the responses obtained with evidence of clinical 
recovery and with the responses of normal subjects. 
There was marked disturbance in the production of both 
types of paraesthesiae in polyneuritis, and the author 
suggests that observations on the lines he describes 
‘* provide a sensitive index of involvement and recovery ” 
in polyneuritis. J. W. Aldren Turner 
T 
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875. Pain in the Lower Limb after Sympathectomy 
G. D. Tracy and F. B. Cocxetrr. Lancet [Lancet] 
1, 12-14, Jan. 5, 1957. 2 figs., 18 refs. 


The clinical features of 7 cases of pain following 
lumbar sympathectomy, seen at St. Thomas’s Hospital, 
London, during the 12 months ending May, 1956, are 
described. In all cases the pain was distributed over the 
anterior parts of the-thigh down to the knee, and came 
on after a latent period of 10 days or more, disappearing 
in 3 or 4 months. Altogether 9 limbs were affected, and 
in all, skin resistance measurements showed that sudo- 
motor activity over the front of the painful thigh was 
greater than in normal limbs, although the skin below 
the knee had become dry. There was a slight increase 
in sweating after lumbar sympathectomy in some painless 
thighs, but in the majority of such cases activity over the 
area was normal. The aim of the operation was to 
remove the sympathetic chain from the sides of the 2nd, 
3rd, and 4th lumbar vertebrae. 

The authors state that none of the explanations of 
post-sympathectomy pain that have so far been advanced 
appear adequately to account for these findings. 


C. J. Longland 


876. Reserpine in Cerebral Palsy 
R. D. Harris and E. H. Rowtey. Journal of Pediatrics 
[J. Pediat.] 49, 398-400, Oct., 1956. 


877. A Neurological Appraisal of Familial Congenital 
Word-blindness 


A. L. Drew. Brain [Brain] 79, 440-460, Sept., 1956. 
2 figs., bibliography. 

Reading disabilities, unless associated with obvious 
and gross cerebral damage, have come to be regarded 
as psychological or pedagogical problems apparently 
unrelated to the functions of the central nervous system. 
Although most authors have concluded that there is no 
evidence of neurological dysfunction in reading dis- 
ability, many have suggested that there is a genetic 
factor in some forms of dyslexia. 

In the present paper from the University of Michigan, 
Ann Arbor, 3 cases of dyslexia in one family, in a father 
and 2 sons, are reported. It is suggested that the defect 
in reading is due to a basic defect in gestalt recognition 
which interferes with visual—verbal comprehension. 
Not only reading, but also writing, spatial orientation, 
and auditory—visual integration may be affected by this 
defect, which may perhaps be the result of a failure of, 
or delay in, maturation of the functions of the parietal 
lobes. Although certain reflex abnormalities in 2 of 
the present cases implicated the left hemisphere, there 
was insufficient evidence to permit of any conclusions 
regarding the relative involvement of the dominant or 
opposite hemisphere, but it is possible that failure to 
develop complete dominance may be the patho-physio- 
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logical mechanism by which gestalt function is disrupted. 
However, since “ mixed-sidedness”’ is not a constant 
correlate of congenital dyslexia it appears more likely 
that mixed dominance is but one of the results of a 
more basic disturbance rather than the primary aetio- 
logical factor. 

A review of the literature concerning hereditary dys- 
lexia revealed little information relative to the neuro- 
logical correlates of the condition, but good evidence 
was found that a dominant mode of inheritance is 
responsible for the familial form of ‘* word-blindness ”’. 
It is argued that if this is the case, then either pure 
** word-blindness ” exists in a genetically transmissible 
form, or else some other unitary defect must be postu- 
lated to explain the familial occurrence of the symptom. 

J. MacD. Holmes 
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878. Notes on the Clinical Features and Pathology of 
Post-concussional Vertigo, with Especial Reference to 
Positional Nystagmus 
M. S. Harrison. Brain [Brain] 79, 474-482, Sept., 
1956. 1 fig., 21 refs. 


The most prominent features of the post-concussion 
syndrome are headache, emotional lability, difficulty in 
concentration, and giddiness. The last named is, in one 
form or another, a particularly persistent and common 
feature, but in the majority of cases its character and 
pathology are ill-defined and obscure. The author has 
therefore applied the technique of caloric stimulation 
developed by Fitzgerald and Hallpike as a test of vesti- 
bular function in the investigation of this type of post- 
concussional vertigo. The responses to the caloric test 
(involving the application of hot and cold stimuli of 
moderate intensity) are noted by measuring the magni- 
tude of the nystagmus elicited in terms of its duration. 
In vestibular disease two types of abnormality have been 
found: (1) a reduction in the sensitivity of one or other 
external auditory canal, the so-called canal paresis; and 
(2) a preponderance of the nystagmic reactions occurring 
in a particular direction, either left or right. This test 
is delicate in a quantitative sense, and permits of the 
recognition of small abnormalities. The further pheno- 
menon of positional nystagmus occurring in certain 
critical positions of the head, first described by Barany 
in 1923, is due in a certain proportion of cases to organic 
disease of the cerebellum or other parts of the central 
nervous system; but it may, as shown by Dix and Hall- 
pike in 1952, be a benign paroxysmal symptom, probably 
caused by an irritative lesion of the otolith system, of 
infective, traumatic, or vascular origin. 

The author, working at the Lincoln County and 
Grimsby General Hospitals, has applied the tests in 123 
cases of positional nystagmus; in 104 (84-5%) the 
nystagmus was of the benign paroxysmal variety, and 
in 19 (182°) of these the condition appeared to be a 
clear sequel of head injury. Head injury, however, was 
not a causal factor in the remaining 19 cases, in which 
the positional nystagmus was of the so-called central 
type. A further series of 108 patients were examined 


after admission to hospital with concussion following 
head injuries without serious fracture of the skull. In 
nearly all of them some form of dizziness was present, 
and usually also positional nystagmus of the benign 
paroxysmal type; but in 17 cases a rotational type of 
dizziness was complained of. The prognosis of this 
type of dizziness appears to be more serious and in a 
number of cases the period of recovery exceeded 12 
months. In none of the 121 cases of benign positional 
nystagmus in these two groups was there any evidence 
of an organic lesion of the central nervous system. 
J. MacD. Holmes 


CEREBRAL VASCULAR DISORDERS 


879. The Early Treatment of Apoplexy. (Die Frih- 
behandlung des Schlaganfalls) 

A. C. GIANOLI. Schweizerische medizinische Wochen- 
schrift [Schweiz. med..Wschr.| 86, 1235-1239, Nov. 3, 
1956. Bibliography. 


In this communication from the University Medical 
Clinic, Berne, the author reviews the recent literature 
on the diverse methods advocated for early treatment 
of apoplexy and describes his own experience with the 
use of “ euphyllin”’ (aminophylline) in 100 cases and 
of cortisone in 9. He discusses the difficulty of early 
differential diagnosis between cerebral haemorrhage, 
embolism, and thrombosis and stresses the importance 
of the basic general management of cases of this type, 
regardless of any special measures which may be em- 
ployed. Of the 100 cases treated with euphyllin, 18 were 
diagnosed as cerebral haemorrhage and 57 as cerebral 
softening, while in 25 the exact nature of the lesion was 
in doubt. Confirmation of the diagnosis was obtained 
in 8 cases of cerebral haemorrhage and 34 of softening. 
Hypertension was present in 68 patients and of these 
47 (70°) died, in contrast with a mortality of 37% 
(12 deaths) among the 32 non-hypertensive patients; the 
over-all mortality was 59 out of 100. Although 79 of 
the patients were in a very serious condition on admis- 
sion, all were given euphyllin; an immediate beneficial 
effect was observed in 17 cases, in 10 of which the 
improvement was maintained. Of 9 other cases treated 
with cortisone in an early stage of the disease, 6 showed 
a definite response. 

As a result of his own experience and of that reported 
in the literature the author suggests the following regimen 
for the early treatment of cerebrovascular accidents. 
(1) The general nursing care and prophylaxis is of para- 
mount importance in all such cases. (2) If the patient 
is seen within 3 hours of onset of the stroke slow intra- 
venous infusion of one of the following should be given 
immediately: euphyllin 0-24 g., soluble theophylline 
0-4 g., or nicotinic acid 50 to 100 mg. in 20% glucose 
solution. If no response is obtained the injection can 
be repeated after 10 minutes and if improvement occurs 
thereafter twice daily. (3) If the patient is first seen 
more than 3 hours after onset, or if treatment as outlined 
under (2) above produces no response, then cortisone 
should be given by mouth, starting with 300 mg. daily in 
3 fractions for the first 2 days and then slowly reducing 
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the dose over the course of 3 weeks. Instead of cortisone 
prednisone in proportional dosage may be used. If oral 
administration is impracticable hydrocortisone or pred- 
nisolone may be injected intramuscularly. 

J. B. Stanton 


880. Carotico-vertebral Stenosis 
E. C. HUTCHINSON and P. O. Yates. Lancet [Lancet] 
1, 2-8, Jan. 5, 1957. 3 figs., 10 refs. 


Because the “ association of vertebral and carotid 
atheroma is so common ”’ the authors suggest that “* the 
term ‘carotico-vertebral stenosis’ gives the correct 
emphasis to the part played in disease by atheroma of 
the four major arteries in the neck which supply the 
brain . . . and to the site of the vascular lesion in many 
cases of cerebral infarction”’. In this paper from Man- 
chester Royal Infirmary they report the results of 
examination of the cerebrospinal tree of 83 patients 
considered to have died of cerebrovascular disease. A 
frequent finding was occlusion or severe atheromatous 
stenosis of the cervical segments of the vertebral and 
carotid arteries. In 7 patients the atheroma was con- 
fined to the vertebral artery, and in 2 of these the stenosis 
was the cause of infarction of the brain-stem, the 
cerebellum, and the occipital lobe. In 10 cases stenosis 
or occlusion was confined to the carotid artery, but in 
only 2 of these was infarction of the brain found. 
Atheroma of the cervical portions of the carotid and 
vertebral arteries (carotico-vertebral stenosis) was present 
in 23 cases, in 8 of which the combination of stenosis 
of these arteries was believed to have been the cause of 
the clinical picture. In 4 of the 8 patients the onset of 
symptoms was sudden, with infarction of one cerebral 
hemisphere and of the area near, or supplied by, the 
superior cerebellar arteries. A sudden fall in blood 
pressure was almost certainly responsible for the massive, 
widespread infarction of the cerebrum and cerebellum 
which was found in these 4 patients. The other 4 
patients had a clinical history of progressive cerebral 
disease, and severe atheromatous stenosis was found in 
all four major vessels in the neck. 

The authors express the hope that surgical replacement 
of one or other of the vessels in the neck may be found 
useful, especially as atheroma in the intracranial vessels 
may be absent or minimal even when the vessels in the 
neck are atheromatous to a marked degree. 

The clinical history and necropsy findings in 5 cases 
are reported in full detail. G. de M. Rudolf 


881. Left Hemiplegia and Motor Impersistence 

M. FisHer. Journal of Nervous and Mental Disease 
[J. nerv. ment. Dis.] 123, 201-218, March, 1956 [received 
Nov., 1956]. 11 refs. 


The author describes a syndrome of motor defects in 
hemiplegic patients which is quite distinct from the 
common apraxic disturbances of eye and tongue move- 
ments associated with lesions of the dominant hemi- 
sphere and which results from lesions of the right (that 
is, non-dominant) hemisphere in right-handed patients. 
The defect is manifested by the patient’s inability to 
maintain voluntary acts for any length of time, such as 
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keeping the mouth open, the eyelids closed, the tongue 
protruded, the breath held in inspiration, a steady grip 
with the non-paralysed hand, and the conjugate gaze 
concentrated in any direction (as opposed to weakness 
of gaze to the opposite side resulting from damage to the 
frontal eye field). The majority of these are defects of 
movements which have a bilateral cortical representation. 
The cardinal factor can hardly be called an apraxic one, 
for in most cases the movement can be carried out 
initially on command but cannot be maintained. Com- 
monly associated with the syndrome are two other 
phenomena, namely, difficulty in maintaining the eyes 
straight ahead during confrontation perimetry, the eyes 
showing an “attraction response’ towards the peri- 
pheral stimulus, and inability to resist the temptation 
to peep at the part of the body undergoing sensory tests. 
The first of these two is probably related to ‘* stimulus 
binding’, though it is usually dismissed as a sign of 
stupidity. 

This syndrome of “* impersistence ” is almost invariably 
associated with lesions of the non-dominant hemisphere. 
In 6 of the 10 cases here described from Harvard Medical 
School, Boston, the lesion was mainly unilateral, though 
in 4 there was some convolutional atrophy on the 
opposite side in addition to the gross cortical lesion in 
the territory of the right middle cerebral artery. In 
contrast, among 30 right-handed patients with dysphasia — 
impersistence was rarely found, whereas its converse, 
that is, perseveration, was frequently observed. 

The syndrome was often, though not necessarily, 
associated with anosognosia or autotopagnosia, and 
tended to persist longer than these more obvious dis- 
turbances; furthermore, the phenomena described were 
not the expression of drowsiness or difficulty in com- 
prehension, although they were always accompanied by 
some intellectual deterioration. Despite this constant 
association they clearly rank as clinical signs of interest. 
The few previous references in the literature are briefly 
discussed. J. Foley 
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882. The Treatment of Pyogenic Meningitis 

I. A. B. Cature and M. J. Simpxiss. Great Ormond 
Street Journal [Gt Ormond Str. J.] 49-59, No. 11, 1956. 
1 fig., 9 refs. 


The results obtained over the period 1946-55 in the 
treatment of 124 cases of purulent meningitis are reviewed. 
Of the 124 patients, 7 were under 2 months of age, 64 
were aged 3 to 12 months, and 53 were over one year. 
There were 20 deaths in the series; of the remaining 104 
patients, 89 recovered completely and 15 had sequelae. 
Of 51 patients with meningococcal infection, 2 died, 
43 recovered completely, and 6 had sequelae; of 25 with 
influenzal infection, 8 died, 15 were well, and 2 had 
sequelae; and of 13 patients with pneumococcal menin- 
gitis, only 4 recovered fully, 4 died, and 5 had sequelae. 
Miscellaneous organisms were responsible for the infec- 
tion in 11 patients, 4 of whom died and 7 recovered 
completely. The cerebrospinal fluid was sterile in 24 
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cases; of this group of patients, 2 died, 20 were well, 
and 2 had sequelae. 

Further analysis confirmed certain well-known facts— 
namely, the younger the patient the worse the prognosis, 
delay in starting treatment seriously prejudices the out- 
come, and the best results are obtained when treatment 
is instituted during the first 2 days of the illness. The 
authors state that no particular form of treatment 
appeared to be better than another, with the exception 
of chloramphenicol, which was of value in meningitis 
due to Haemophilus influenzae. They do not feel 
justified in expressing a decided view upon the value of 
intrathecal medication. N. S. Alcock 


883. On the Diagnosis and Treatment of Brucella 
Meningitis. (K quarHocTuke neyennio 
MCHHHIUTOB) 

I. B. Oraraev. Kaunuyecxan Meduyuna [Klin. Med. 
(Mosk.)] 34, 60-62, No? 9, Sept., 1956. 

The author reports the clinical details of 3 cases of 
meningitis due to infection with Brucella which occurred 
in patients already known to be suffering from brucellosis 
or showing symptoms suggestive of the disease, such as 
prolonged fever, arthralgia, headaches, profuse sweating, 
and lumbar pains. All the patients were known to have 
been in contact with farm animals. In each case the 
meningitis was of rapid onset, with marked symptoms 
and signs of meningeal irritation, but consciousness was 
not lost. The cerebrospinal fluid was under raised pres- 
sure, was xanthochromic in one case, and showed 
increased cell count and protein content in all cases. 
In one case Brucella melitensis was grown from a culture 
of the spinal fluid. The serological reactions of Wright 
and of Heddleson were positive both with the blood and 
the cerebrospinal fluid in all cases. 

Treatment with streptomycin and vitamin B, (aneurin) 
resulted in marked improvement in from 24 to 30 days. 
All the patients recovered and were well at follow-up 
examination. In conclusion the author discusses the 
differentiation of Brucella meningitis from tuberculous 
meningitis. Marcel Malden 


EPILEPSY 


884. Aetiological Aspects of Ammon’s Horn Sclerosis 
Associated with Temporal Lobe Epilepsy 

J. B. CAVANAGH and A. Meyer. British Medical Journal 
[Brit. med. J.| 2, 1403-1407, Dec. 15, 1956. 2 figs., 
28 refs. 


In this paper from the Institute of Psychiatry, Maudsley 
Hospital, London, the authors discuss the aetiology and 
pathological findings in the temporal lobes in 40 cases 
of epilepsy in which radical temporal lobectomy had 
been performed. 

In 13 of these cases a sharply circumscribed focal 
lesion was found, but there was no evidence of sclerosis 
of Ammon’s horn; these 13 cases are not further con- 
sidered here. Of the remaining 27 cases associated with 
temporal-lobe epilepsy, Ammon’s horn sclerosis was 
present in 19 (70%) in addition to diffuse and dis- 


seminated lesions in the temporal lobe, while in the 
other 8 cases little or no abnormality was encountered. 
The average age of onset of epilepsy in the 19 patients 
with Ammon’s horn sclerosis was 4 years, compared 
with an age of 14 years in the 8 patients without these 
specific changes. There was no significant difference in 
the incidence of possible birth trauma in the two groups. 
Grand-mal seizures occurring before the onset of psycho- 
motor attacks were reported in two-thirds of the cases 
showing Ammon’s horn sclerosis, whereas no such 
history was obtained in any of the other 8 cases. The 
literature relating to the pathogenesis of Ammon’s horn 
sclerosis and the relationship, which is probably not 
simple or direct, between this lesion and temporal lobe 
epilepsy is reviewed. A. G. Freeman 


885. Carotid Sinus Epilepsy and Its Treatment by 
Denervation 

S. BEHRMAN and G. KNIGHT. British Medical Journal 
(Brit. med. J.] 2, 1522-1524, Dec. 29, 1956. 22 refs. 


In a few individuals a state of unconsciousness can be 
induced rapidly by stimulation of an overactive carotid 
sinus. During the period of unconsciousness there is no 
demonstrable change in cerebral blood flow, and a 
transient delta rhythm may make its appearance. After 
carotid sinus denervation this response is no longer 
obtainable. It is concluded that this evidence points 
to an epileptic causation of unconsciousness, and that 
the syndrome should be classed with sensorily precipi- 
tated epilepsy. A case of carotid sinus epilepsy relieved 
by denervation is described. 

It is concluded that carotid sinus epilepsy is one 
example of a wider pathological phenomenon whereby 
the stimulation of certain receptors which ordinarily give 
rise to cardio-inhibitory reaction may instead engender 
epileptic activity —[Authors’ summary. ] 


886. Mylepsin in the Treatment of Epilepsy. (Erfah- 
rungen mit Mylepsin in der Epilepsiebehandlung) 

R. Dreyer. Deutsche medizinische Wochenschrift 
[Dtsch. med. Wschr.] 81, 1681-1683, Oct. 19, 1956. 


‘22 refs. 


The results obtained with “‘ mylepsin ” (primidone) in 
the treatment of 97 patients with epilepsy are reported. 
The patients, whose ages ranged from 5 to 50 years 
(average 20-6 years), manifested various clinical types of 
seizure, the group including 39 with symptomatic epilepsy. 
On the average 4 tablets of primidone were given daily 
[but the amount of primidone in each tablet is not 
stated]. Patients were followed up for 6 months to 
one year or longer. The average number of attacks 
each month after treatment was compared with that in 
the 12-month period preceding administration of pri- 
midone, when other anticonvulsants were given. It was 
found that 23 patients were free from seizures, 28 were 
improved—that is, the number of attacks was reduced 
by 25 to 75%—and 46 did not benefit. The drug was 
most efficacious in cases of combined grand mal and 
psychomotor attacks and in patients of “ athletic” 
somatotype, 7 out of 21 such patients becoming free of 
attacks and 5 being improved. No difference was 
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observed between the response in idiopathic and that in 
symptomatic epilepsy, or between the effect of the drug 
in patients suffering from a generalized and those suf- 
fering from a focal electroencephalographic disturbance. 
There were a few toxic reactions, but none was serious. 
J. B. Stanton 


887. Epilepsy and Menstruation. The Role of Water 
Retention 

B. ANSELL and E. CLarke. Lancet [Lancet] 2, 1232- 
1235, Dec. 15, 1956. 3 figs., 49 refs. 


A study of the relationship between epileptic seizures 
and menstruation is reported in this paper from the 
Postgraduate Medical School of London. Observation 
of the seizures and of the menstrual periods in 42 female 
epileptics over 2 to 4 months showed that in 26 of the 
patients seizures were more frequent during menstrua- 
tion or the preceding 24 hours than at other times, 
whether the epilepsy was idiopathic or symptomatic. 
Investigation of the possible aetiological factors involved 
did not reveal any correlation between premenstrual 
symptoms and the increased incidence of fits during 
menstruation. The part played by water retention was 
then studied, changes in body weight, sodium meta- 
bolism, and total body water being recorded in epileptic 
patients and in healthy controls. It was found that 
premenstrual oedema, as measured by changes in body 
weight, and alterations in sodium metabolism, as 
followed with radioactive sodium, were not prime 
factors in the pathogenesis of menstrual epilepsy. The 
total body water, which was estimated in 7 epileptics by 
the antipyrine method, was normal, and no difference 
was observed between those with menstrual aggravation 
of the seizures and those without. 

The authors discuss the significance of premenstrual 
and other kinds of oedema in epilepsy, including the 
state produced by the excessive water load necessary 
for the water vasopressin test, and speculate on the 
possible mode of action of acetazolamide as an anti- 
convulsant. They conclude that the complex hormonal 
changes which underlie premenstrual water retention 
may play a greater part in determining exacerbation of 
epilepsy at the menstrual period than water retention 
per se. J. B. Stanton 


888. Catamenial Epilepsy 
J. LamiLaw. Lancet [Lancet] 2, 1235-1237, Dec. 15, 
1956. 1 fig., 8 refs. 


The author studied the frequency of fits in 50 men- 
struating epileptics at St. Faith’s Hospital, Brentwood, 
Essex. In 14 of the patients menstruation had no 
significant effect, but in the remaining 36 there was 
evidence of a relationship between the frequency. of fits 
and the menstrual cycle. These 50 patients had a total 
of 33,468 fits in 939 patient-years, during which time 
there were 9,293 menstrual cycles. Statistical analysis, 
all menstrual cycles being considered, revealed an 
increase in the number of fits immediately before, 
during, and after menstruation, and a reduction in the 
incidence between the 13th and 4th days preceding 
menstruation. This reduction during the mid-luteal 


phase ‘was particularly noticeable in an analysis of 
selected cycles, while the menstrual increase in number 
of fits in this same group was not altered. The author 
concludes that there is strong statistical evidence of an 
irregular increase in the number of fits before, during, 
and after menstruation, with a reduction in number of 
fits during the luteal phase of the cycle. The possible 
action of progesterone in reducing fits in the luteal phase 
is discussed. J. B. Stanton 


PARKINSONISM 


889. Five-year Study of Benztropine (Cogentin) Methane- 
sulfonate. Outcome in Three Hundred Two Cases of 


Paralysis Agitans 

L. J. DosHay. Journal of the American Medical Asso- 
ciation [J. Amer. med. Ass.| 162, 1031-1034, Nov. 10, 
1956. 10 refs. 


Clinical impressions derived from a 5-year trial of 
**benztropine”’ (‘‘cogentin”) in the treatment of 
Parkinsonism at the Neurological Institute of Pres- 
byterian Hospital, New York, and in private practice 
are reported. Benztropine methanesulphonate is a syn- 
thetic compound in which the tropine moiety of atropine 
is combined with the benzhydryl portion of diphen- 
hydramine hydrochloride (“‘ benadryl”) to form a 
substance having anticholinergic, antihistaminic, and 
sedative properties. The drug is given by mouth, is of 
low toxicity, and its effects last long enough for a‘ single 
daily dose to be effective. The optimum dosage is 1 to 
4 mg. daily for older patients and 2 to 8 mg. for younger 
ones. 

Of 302 cases of Parkinsonism treated, 65 (229%) were 
classified as post-encephalitic, 123 (41°%) as idiopathic, 
and 114 (37%) as arteriosclerotic. There were 171 men 
and 131 women, of whom 81 were treated at the hospital 
clinic and 221 in private practice. Follow-up was for 
varying periods up to 5 years. ‘* Overall improvement ” 
occurred in 59% (131) of the 221 private patients, but 
in only 32°% (26) of the 81 clinic patients, whose treat- 
ment with the drug was often intermittent. Improve- 
ment occurred most frequently in cases of the idiopathic 
variety; the arteriosclerotic and ‘post-encephalitic groups 
were a poor second and third respectively. Of individual 
symptoms, those most frequently improved were rigidity 
(in 60°% of cases) and akinetic attacks (in 70%). Rigidity 
was improved much more frequently—in 174 (60%) of. 
293 patients reporting the symptom—than tremor, which 
was improved in 85 (33°%%) out of 255 affected cases. 
Of less commonly reported symptoms, those most fre- 
quently improved were spells of “‘ freezing ” (37 (70%) 
out of 53), sialorrhoea (11 (61%) out of 18 cases), and 
insomnia (29 (57°%) out of 51 cases). 

Various supplementary drugs were used extensively, and 
only 24°% received benztropine alone. A combination of 
trihexyphenidyl hydrochloride (“‘ artane ’’), 2 mg. twice 
daily, phenindamine tartrate (“‘ thephorin ’’), 25 mg. 3 
times daily, and benztropine, 1 or 2 mg. at night, is a 
recommended therapeutic schedule. 

Little if any increase in tolerance to benztropine was 
noted and no serious side-effects occurred. Dryness of 
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the mouth was common (in 53°% of cases), but required 
reduction in dosage in only 5-3% of the whole series. 

The author considers that benztropine should be 
used in the treatment of “‘ every patient with paralysis 
agitans suffering from rigidity, postural disabilities, dis- 
turbed speech and gait, dysphagia, cramps and spasms 
of muscles, and frozen states of the face and limbs ”’. 

[This is a somewhat uncritical appraisal of the results 
of an uncontrolled therapeutic trial in a chronic disease 
notorious for its difficulty of assessment.] 

P. D. Bedford 


SPINAL CORD 


890. Neurone Selection in Relief of Pain. Further 
Experiences with Intrathecal Injections 

R. M. Mauer. Lancet [Lancet] 1, 16-19, Jan. 5, 1957. 
4 figs., 2 refs. 


In a previous communication (Lancet, 1955, 1, 18) the 
author described his method for the relief of chronic 
pain in patients with inoperable cancer by means of 
intrathecal injections. After a further experience of 
125 cases he now gives these injections into the epidural 
and subdural layers as well as below the arachnoid, for 
which he uses phenol alone (1 in 20) or phenol with silver 
nitrate. The former, which keeps for 2 weeks, is made 
by putting 1 g. of phenol crystals in a dry 30-ml. bottle 
and injecting, through its rubber cap, 20 ml. of glycerin 
or “ thyodil ” (ethyl iodophenylundecylate). The com- 
bined solution is prepared by diluting 0-16 g. of silver 
nitrate in a 30-ml. bottle with 8 ml. of distilled water 
injected through the cap, and adding 1 ml. of this 
solution to 24 ml. of 4% phenol solution in glycerin; 
the usual dose of this preparation is 1 ml. The solutions 
must be made under sterile conditions. 

In making the injection 2°% procaine solution is 
injected through a 26-gauge 4-inch (12:7-mm.) needle sub- 
cutaneously and also into the interspinous ligament and 
beyond. A 21-gauge 34-inch (9-cm.) lumbar-puncture 
needle is then entered at rather less than a right angle 
to the skin with the shank lower than the point. 
Through it procaine is injected and when it is flowing 
freely in the epidural space the needle is advanced 
2 mm. without the stylet, this latter being replaced when 
cerebrospinal fluid begins to flow out. 

For lumbar and high sacral injections the patient is 
laid on the painful side and rotated slightly backwards. 
For segments S4 and S5 the patient should be vertical 
and the injection of 1-5 ml. is given into the interspace 
L5-S1. A trial injection of 0-5 ml. of phenol is given 
into interspaces L1-2 or L4—5 when the pain is at its 
maximum. If the pain is reduced a further 0-5 ml. is 
injected immediately and the slope of the spine down- 
wards towards the sacrum is increased until all pain is 
relieved. For occipital pain (interspace C3-4) and 
brachial-plexus pain (interspace C5-6) 3 to 3-5 ml. of 
phenol 1-in-20 solution is used, the position of each 
1-ml. dose being confirmed radiologically. Limbs should 
be rested for 3 days after the injections. If no pain 
occurs within 5 days no further injection will be needed 
in that particular area but may be required elsewhere. 


When phenol gives insufficient relief then phenol with 
silver nitrate is used. Before and after the injection 
morphine may be necessary, and 0-3 ml. of cinchocaine 
hydrochloride may be injected. Pains may continue for 
a week before relief is felt; generally the shorter the 
period that the pain has existed, the more likely is 
success to be obtained. 

Of 106 patients treated for intractable pain the pain 
returned within a few hours in 33, in 17 of whom necropsy 
showed gross metastases in the spine. All cases of 
sarcoma of the lower limb were relieved, 6 of 16 cases 
of pulmonary carcinoma, 10 of 14 cases of cancer of 
the rectum, and 19 of 28 of cancer of the uterus. Of 
26 cases of pelvic cancer unrelieved by phenol, 15 were 
relieved by the injection of phenol with silver nitrate. 
This solution was also successful in 4 cases of gastric 
and renal cancer, but its use was considered unsafe at 
cervical and upper dorsal sites. 

The method is not recommended in arthritis and 
scoliosis, but has been successful in the relief of post- 
herpetic neuralgia and of severe, continuous flexion 
spasms. G. de M. Rudolf 


891. Glycocyamine and Betaine in Motor-neurone 
Disease 

L. A. LiversepGe. Lancet [Lancet] 2, 1136-1138, 
Dec. 1, 1956. 1 fig., 4 refs. 


There is a theoretical possibility that the administration 
of glycocyamine and betaine might provide a more 
favourable biochemical background to muscles in process 
of denervation (see Ann. west. Med. Surg., 1951, 5, 825; 
Abstracts of World Medicine, 1952, 11, 161), and this is 
supported by the report of their beneficial action in 
poliomyelitis. For this reason the author carried out a 
trial of these substances in motor neurone disease (bulbar 
palsy, progressive muscular atrophy, and amyotrophic 
lateral sclerosis) at the Manchester Royal Infirmary. 
Of 12 cases studied, 7 were given the amino-acids and 
5 a placebo of identical appearance; both patient and 
investigator were unaware of which preparation was in 
use until the end of the trial. Dosage of the amino- 
acids is empirical, and the suggested dose of glyco- 
cyamine has varied from 0-5 to 50 g. daily; the sug- 
gestion has also been made that betaine and glyco- 
cyamine should be given in the proportion of 5 to 1 to 
produce the maximum fixation of glycocyamine. In the 
present series the dosage of glycocyamine ranged from 
1 to 4 g. daily for 5 months, and that of betaine from 


~ 5 to 20 g. daily. 


There was no conclusive evidence that any objective 
benefit had accrued from the use of these substances in 
this dosage, though some of the patients claimed very 
slight temporary benefit. None of those receiving the 
placebo claimed any advantage from the treatment. 
Despite the subjective benefit reported by some patients, 
there was a general deterioration throughout the whole 
series, and 4 of the patients had died before the investiga- 
tion was complete. It is suggested that these two sub- 
stances might possibly be used for the occasional slight 
subjective benefit obtainable, even though this may be 
psychologically determined. Hugh Garland 
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892. Cervical Myelopathy: a Complication of Cervical 
Spondylosis 

E. CLARKE and P. K. Ropinson. Brain [Brain] 79, 483- 
510, Sept., 1956. 2 figs., bibliography. 


Cervical spondylosis is the name given to the chronic 
degenerative changes in the spine which follow decay of 
an intervertebral disk. In many cases this process 
causes no symptoms, but occasionally it results in neuro- 
logical complications due to compression of the root or 
cord. Involvement of the cord produces the clinical 
picture of cervical spondylitic myelopathy, to which the 
term “ cervical disk ”’ is often loosely applied, but in the 
authors’ opinion, since it does not describe the cord 
lesion and as the disk is only partly responsible for the 
spondylosis, it should no longer be used. The cord may 
be involved as a result of an acute prolapse of a cervical 
intervertebral disk and it is clearly important to dif- 
ferentiate this from the more chronic condition of 
cervical myelopathy, especially as the prognosis and 
treatment of the two lesions are different. Until recently 
a distinction between the two has been made by only a 
few neurologists. 

Writing from the Postgraduate Medical School of 
London, the authors review the clinical features of a 
series of 120 cases (of which 112 were seen at the National 
Hospital, Queen Square) and present a detailed classifica- 
tion of these. The duration of the disease before diag- 
nosis varied widely, from 3 weeks to 15 years. The 85 
male and 35 female patients (a ratio of 2-4:1) ranged in 
age from 35 to 80, giving a mean age of 53, which is 
probably fallacious as many of the oldest patients are 
not seen. The cerebrospinal fluid (C.S.F.) was examined 
in every case. Manometry revealed a manometric block 
in 27 cases, which was complete in 2, but there was a 
lack of correlation between the degree of block and the 
protein content of the C.S.F., which exceeded 100 mg. 
per 100 ml. in only 3 instances. Myelography was 
carried out in 117 cases, but there was little correlation 
between the filling defects seen and the degree of spon- 
dylosis as revealed in plain films. 

The difficulties of differential diagnosis are considered 
in detail and the relative merits of medical and surgical 
treatment are considered. The results of treatment were 
on the whole disappointing so far as return to full 
function was concerned. Where subsequent extension 
of the disease occurred it often took place very slowly. 
In most cases a trial of immobilization of the neck is 
essential, and if this fails laminectomy with section of 
the dentate ligaments may be tried. In the authors’ 
experience the ultimate prognosis in most cases is poor, 
and although progression is often extremely slow, real 
improvement is rare. J. MacD. Holmes 


893. Acetylcholine and Serotonin in the Spinal Fluid 
E. Sacus. Journal of Neurosurgery [J. Neurosurg.] 14, 
22-27, Jan., 1957. 3 figs., 12 refs. 


894. Intradural Lipomas of the Spinal Cord. With 
Particular Emphasis on the ‘‘ Intramedullary ’’ Lipomas 

P. C. CaRAM, G. SCARCELLA, and C. A. CARTON. 
Journal of Neurosurgery [J. Neurosurg.] 14, 28-42, Jan., 
1957. 6 figs., 39 refs. 
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895. Circulatory Reflexes in Chronic Disease of the 
Afferent Nervous System 
E. P. SHARPEY-SCHAFER. Journal of Physiology [J. 
Physiol. (Lond.)| 134, 1-10, Oct. 29, 1956. 10 figs., 
8 refs. 

In studies of the circulation carried out at St. Thomas’s 
Hospital, London, the author has shown that when the 
arterial pulse pressure is acutely lowered vasoconstriction 
is caused by baroceptor reflexes, and that similarly 
vasodilatation follows an acute increase in pulse pressure. 
If it were possible to interrupt these baroceptor reflexes 
at some point the study of the circulation would be 
considerably simplified. The present study shows that 
tabes dorsalis is a condition in which the afferent path 
of these baroceptor impulses may be interrupted. Of 
11 such patients with the fully developed disease all had 
extensive sensory changes. In further investigations the 
intravascular and intrathoracic pressures were measured 
with capacitance manometers, the blood flow in the fore- 
arm and hand was measured by venous occlusion 
plethysmography, while the effects of Valsalva’s man- 
cuvre, of tipping into the erect posture, squatting, and 
short deep coughs were also observed. 

These tabetic patients failed to show the peripheral 
vasoconstriction which in normal subjects follows the 
acute decrease in arterial pulse pressure caused by either 
the Valsalva manceuvre or by being suddenly tipped into 
an upright position. Coughing or squatting can cause 
a sudden increase in arterial pulse pressure which should 
normally have been followed by vasodilatation, but this 
did not occur in the tabetic patients. The changes in 
arterial pulse and mean pressure were not accompanied 
by changes in pulse rate, and pressure on the carotid | 
sinus produced no effect in 9 cases and minimal effects 
in 2 cases. 

These findings indicate that the neural destruction 
caused by tabes dorsalis interferes with the vasomotor 
baroceptor reflexes. The efferent pathway of the 
reflexes, however, appeared to be unaffected, for cerebral 
stimuli were still effective; thus mental arithmetic caused 
a rise of arterial pressure and hyperventilation a fall. — 
A single deep inspiration was followed by constriction 
of the digital vessels, the cold pressor test gave a positive 
response, indirect heating caused a normal release of 
vasoconstrictor tone, the intravenous infusion of adrena- 
line and atropine produced the usual reaction, while 
exercise caused a rise in the arterial mean pressure but 
no increase in pulse rate, and was followed by a prolonged 
fall of mean arterial pressure. These observations sug- 
gest that the efferent pathway is intact, and that it is the 
afferent pathway of the baroceptor reflex which is 
interrupted. 

The investigation described has shown that the cir- 
culatory responses are considerably simplified in patients 
with fully developed tabes dorsalis. Heart-rate changes 
are small, and in the absence of changes in peripheral 
vascular resistance to baroceptor responses the mean 

arterial pressure is largely determined by the stroke 
output of the heart. Thus the comparison of tabetic 
with non-tabetic patients makes it possible to distinguish 
changes in stroke output due to mechanical causes from 
those which are reflex in origin. H. E. Holling 


| 
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896. Chlorpromazine Hydrochloride (Largactil) in the 
Treatment of the Disturbed Mental Defective 

K. MAcCoLit. American Journal of Mental Deficiency 
[Amer. J. ment. Defic.] 61, 378-389, Oct., 1956. 17 refs. 


The author reports, from Coleshill Hall Hospital, 
Birmingham, the results of the treatment with chlor- 
promazine of 25 male and 28 female “* disturbed ” mental 
defectives, that is, those showing pathological activity, 
violence, impulsiveness, noisiness, and refractoriness; 
other sedative drugs were not stopped suddenly, but were 
gradually withdrawn when possible. The I.Q. of these 
patients ranged from’0 to 63, one-third of them being 
in the range 50-63. The dosage of chlorpromazine 
varied from 50 to 300 mg. daily and treatment lasted 
for 50 to 468 days. Up to the 3rd day after the begin- 
ning of treatment giddiness, muscular hypotonia, and 
drowsiness occurred. There was no control group, as 
the trial was not intended to be a comparative one. 

The effects of the drug were noticeable within a few 
days: overactive patients slowed down, noisy patients 
became quiet, aggressiveness and _ destructiveness 
diminished, violence was less common, and general 
tension decreased, while improved rapport and better 
sleep were noted; euphoria was not seen. Of 16 feeble- 
minded patients, 10 were much improved, 2 improved, 
and 4 were not improved; of 37 imbeciles and idiots, 
13 were much improved and 14 were improved; of 7 
aggressive or destructive epileptics 5 improved; and of 
7 schizophrenics 4 were much improved and one was 
improved; the results in other small groups of patients 
are also reported. The author considers that mentally 
defective patients who do not respond to electric con- 
vulsion therapy (E.C.T.) do not respond to chlor- 
promazine. 

Among the side-effects noted were tachycardia, hypo- 
tensive syncope, faecal incontinence, rapid increase in 
weight (ranging from 7 to 28 lb. (3-2 to 12-7 kg.)), 
secretion of colostrum from the female breast, leuco- 
cytosis, and eosinophilia. It is recommended that blood 
counts should be performed more often than the usual 
once a month because of the risk of agranulocytosis, 
In regard to management after treatment, when the 
patient becomes quieter he should not be regarded as a 
chronic case but regular occupation and recreation should 
be provided. In the author’s experience the use of 
chlorpromazine has decreased the amount of E.C.T. 
required, increased the number of available workers in 
the hospital and those fit for casual daily licence, and 
among other things, halved the amount of glass that had 
formerly to be replaced annually. G. de M. Rudolf 


897. The Prognosis in Schizophrenia. [In English] 

G. LANGFELDT. Acta psychiatrica et neurologica Scandi- 
navica [Acta psychiat. neurol. Scand.] Suppl. 110, 1-66, 
1956. Bibliography. 


898. Schizophrenia—a Prognostic and Social Study 

A. Harris, I. Linker, V. Norris, and M. SHEPHERD. 
British Journal of Preventive and Social Medicine [Brit. J. 
prev. soc. Med.) 10, 107-114, July, 1956. 20 refs. 


Follow-up information was obtained, usually by 
interview or from medical reports, regarding 123 of 
126 schizophrenic in-patients who received insulin coma 
therapy at the Maudsley Hospital, London, during 
1945-8. The data gathered were used to construct three 
indices: (1) of total time spent in hospital during the 
5-year period; (2) of clinical condition at its end, 
assessed as recovered (37), with residual defect or mild 
symptoms (38), or as unchanged or worse (48); and 
(3) of social state at the end of the 5 years, whether 
earning and independent (61), dependent on family or 
external agencies (20), or currently in hospital (42). 
Comparing these indices, it was found that total hospi- 
talization in the period, classified as “‘ none ”’, “‘ under 
one year’, and “over one year”, showed a highly 
significant correlation with clinical improvement and 
social independence. “It seems justifiable to conclude, 
therefore, that large-scale statistical studies, in which 
prognosis is assessed solely by duration of hospital stay, 
do, in fact, give a reliable assessment of outcome.” 
Analysis of the social assessment showed that it was 
closely related to the clinical index. 

Of original clinical factors possibly bearing on out- 
come, age and sex, diagnostic subgrouping, number of 
insulin comas, dosage of insulin, and gain in weight 
during therapy had no statistically significant influence 
on prognosis. Of individual clinical signs, deterioration 
of affect proved the only prognostic indicator of impor- 
tance. Dangerous or socially embarrassing behaviour 
significantly increased length of stay and diminished 
relatives’ anxiety to seek a patient’s discharge. ‘‘ Social 
mobility > (movement up or down the social scale) of 
the schizophrenic is compared with that found by others 
in normal subjects. Patients whose fathers were in 
Social Classes I and II according to the Registrar- 
General’s grouping showed a significant deterioration in 
social status; other class movements were not significant. 
Comparison of occupations before and after discharge 
showed little difference. A high index of total employ- 
ment over the 5-year period was significantly associated 
with good clinical outcome, but nevertheless half of the 
patients clinically unchanged or worse were employed 
for half the time they were out of hospital. 

A. C. Tait 


899. A Clinical Study of ‘“‘ Frenquel’’ (Alpha (4- 
Piperidyl) Benzhydrol Hydrochloride) in Chronic Schizo- 


phrenia 

W. Forster and A. L. HENDERSON. Canadian Medical 
Association Journal [Canad. med. Ass. J.| 76, 97-101, 
Jan. 15, 1957. 24 refs. 
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Dermatology. 


900. Amodiaquin (Camoquin) in the Treatment of Chronic 
Discoid Lupus Erythematosus. Preliminary Report, with 
Special Reference to the Successful Response of Patients 
Resistant to Other Antimalarial Drugs 

R. B. PAppenrorT and J. H. Locxwoop. A.M.A. 


Archives of Dermatology [A.M.A. Arch. Derm.| 74, 384— 
386, Oct., 1956. 3 refs. 


Amodiaquine (‘ camoquin”’), one of the 4-amino- 
quinolines, was given to 9 patients suffering from chronic 
discoid lupus erythematosus, 7 of whom had failed to 
respond or been intolerant of other treatment, including 
administration of mepacrine and chloroquine. The 


‘dosage of amodiaquine was 0-2 g. twice a day. In nearly 


all the cases the response to the drug was “* dramatic ”’. 
Toxic reactions were “‘ mild and insignificant’, but 2 
patients experienced nausea, diplopia, and anorexia. 

E. W. Prosser Thomas 


901. Mercury Absorption and Psoriasis 

P. M. INMAN, B. GorpDon, and P. Trinper. British 
Medical Journal [Brit. med. J.| 2, 1202-1206, Nov. 24, 
1956. 25 refs. 


A study of the more important literature dealing with 


the absorption of mercury through the skin has revealed 
conflicting findings, which are briefly summarized. It 
appears that both the particular mercury compound used 
and the method of application are important. 

At Sunderland Royal Infirmary the authors have 
investigated the cutaneous absorption of mercury in 24 
patients suffering from psoriasis, 12 of whom were 
treated with an ointment containing mercuric ammonium 
chloride and 12 with one containing yellow mercuric 
oxide, considerable care being taken with the method of 
application. The ointment was applied twice daily and 
covered with an occlusive dressing of stockinet. Each 
patient was examined weekly during the 6 weeks of 
treatment and thereafter at varying intervals. If several 
patches of psoriasis were present on one limb, the whole 
limb was covered. In most cases Meeh’s tables of per- 
centage of body surface were used to ascertain the area 
of coverage. At each examination a 24-hour specimen 
of urine was examined for mercury content and a test 
for albuminuria made, as well as a general clinical 
assessment. 

In no case was there any clinical sign of mercurial 
toxicity. In 22 of the 24 patients the urinary mercury 
excretion exceeded 80 jug. per litre, a level which has been 
stated to be the upper limit of normal. In 13 cases the 
excretion of mercury was within the toxic range, that is, 
above 300 jg. per litre, and in 8 cases it exceeded 1,000 yg. 
per litre. These high levels tended to persist for weeks 
or even months after cessation of treatment. As the 
authors point out, it is difficult to account for the absence 
of toxic symptoms. No details of the effect of the 
treatment on the skin condition are given, although a 
surprisingly high proportion of patients became com- 


pletely free from eruption. It is suggested that mercury 
should be used with care in the treatment of psoriasis, 
and that a full-scale irivestigation into its real value in 
psoriasis should be made. The present findings indicate 
that mercury ointment should not be used for any length 
of time for patients with impaired renal function, or for 
children or pregnant women. E. H. Johnson 


902. Lupus Vulgaris Treated with Isoniazid. Present 
Status of the Disease 

B. RusseLt and N. A. THorRNE. Lancet [Lancet] 2, 808- 
814, Oct. 20, 1956. 7 figs., 23 .efs. 


At the London Hospital 111 patients with lupus 
vulgaris (40 males and 71 females) aged 8 to 82 years 
_were treated with isoniazid, generally by mouth in a 
dosage of 300 to 400 mg. daily. Treatment for 6 to 
12 months was usually necessary and no serious com- 
plications were seen. The condition improved in all the 
103 patients who completed the course of treatment and 
in 99 of them the lesions appeared clear on clinical 
examination. Within 2 years a relapse had occurred in 
11 cases, S. T. Anning 


903. Acne. Observations on Dermabrasion and the 
Anatomy of the Acne Pit . 

J. S. Strauss and A. M. KLIGMAN. A.M.A. Archives 
of Dermatology [A.M.A. Arch. Derm.] 74, 397-404, 
Oct., 1956. 5 figs., 11 refs. 


The limits of safety of dermabrasion and the extent of 
subsequent regeneration of epidermis are discussed in 
this paper from the University of Pennsylvania School 
of Medicine, Philadelphia. If freezing of the skin could 
be maintained without harm for considerable periods, 
it would not be necessary to work at great speed. When 
the skin of the cheek is frozen with ethyl chloride 
volatilized by air from a blower there is no more inflam- 
mation after 8 minutes than after one minute, and 
healing is complete in a week. Similar results are 
obtained when dichlorotetrafluorethane is used instead 
of ethyl chloride. The average depth of an acne pit 
is about 1 mm., the deep pits being usually about 2 mm. 
With freezing anaesthesia, planing cannot penetrate 
deeper than 2:5 mm., for below about this depth the 
tissue is not frozen. Planing to a depth of 2 to 2-5 mm. 
is followed by uneventful healing without scarring. In 
patients known to be prone to keloid formation, 
planing the back may result in hypertrophic scarring. 
Studies of regeneration show that 9 days after derm- 
abrasion the wound is completely covered with stratified 
squamous epithelium. The sebaceous glands become 
temporarily dedifferentiated, but the histological appear- 
ance of the skin and its glands returns to normal in less 
than a month. Freezing alone causes temporary loss 
of pigment; repigmentation starts around the follicles 
and is eventually complete. E. Lipman Cohen 
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Paediatrics 


904. Growth from Three to Five Years 

J. THomson. British Journal of Preventive and Social 
Medicine [Brit. J. prev. soc. Med.| 10, 128-133, July, 
1956. 13 refs. 


Based on 947 sets of observations of males and 971 
sets of observations of females, means with standard 
deviations for weight, supine crown-heel and crown-— 
rump lengths, occipito-frontal circumference, and inter- 
cristal pelvic width of Edinburgh children at quarter- 
year intervals from 3 to 5 years are presented. The 
observations were made on healthy legitimate singleton 
children who were neither prematurely nor postmaturely 
born. 

The mean measurements in the report are greater than 
those of Paton and Findlay or Low [see also Abstract 
905], while the mean weights and crown-heel lengths 
are appreciably greater than the means in use in Edin- 
burgh and Paris Welfare Clinics. This suggests that 
the Welfare Clinic norms may be in need of revision. 
The mean measurements for females are less than the 
corresponding mean measurements for males. The male 
excess diminishes with increasing age, until at 5 years in 


the case of the crown-heel length there is no appreciable — 


difference between the sexes. The mean stem-stature 
index for females is consistently lower than that for males 
even at the age of 5 years, when the crown-heel length is 


approximately the same in both sexes. The variability 
of weight increment at quarter-year intervals is greater 
than the variability of crown-heel increment, despite 
the greater difficulty in measuring length accurately.— 
[Author’s summary. ] 


905. Infant Growth 
J. THomson. Archives of Disease in Childhood [Arch. 
Dis. Childh.] 31, 382-389, Oct., 1956. 3 figs., 13 refs. 


Based on 2,430 sets of observations on males and 
2,292 sets of observations on females, means with 
standard deviations for weight, crown—heel, and crown— 
rump lengths, occipito-frontal and thoracic circum- 
ferences of Edinburgh infants are presented. They 
cover the first year of life at 4-week intervals. The 
observations were made on legitimate, singleton, first 
pregnancy infants whose birth weights were within the 
range of over 54 to 94 lb. [2:5 to 4:3 kg.]. Mean 
measurements now reported are greater than those of 
Paton and Findlay [Spec. Rep. Ser. med. Res. Coun. 
(Lond.), 1926, No. 101] or of Low [Growth of Children; 
(Aberdeen), 1952], while the mean crown-heel length 
undifferentiated for sex is appreciably greater than that 
in use in Edinburgh welfare clinics. There is a signi- 
ficant negative correlation coefficient between measure- 
ments at 2 weeks and the subsequent increment. This 
suggests a strong tendency for infants who are small at 
birth to grow more rapidly than infants who are bigger. 
—[Author’s summary. ]} 


906. Aberdeen Growth Study. I. The Prediction of 
Adult Body Measurements from Measurements Taken 
Each Year from Birth to 5 Years 

J. M. TANNER, M. J. R. Hearty, R. D. LocknHart, 
J. D. MAcCKENzIE, and R. H. WuireHouse. Archives of 
Disease in Childhood {Arch. Dis. Childh.| 31, 372-381, 
Oct., 1956. 2 figs., 20 refs. 


Between 1923 and 1927 some 21 physical measurements 
were obtained for each of a series of newborn infants, 
and in the succeeding years 65 of the boys and 59 of 
the girls were re-measured at each birthday, up to and 
including the fifth. The present authors set out to 
re-examine these subjects in adult. life, and successfully 
traced 80 of them, 42 men and 38 women. Méeasure- 
ments similar to those obtained in childhood were 
repeated, with a few additions, and the two sets of 
figures correlated. While the size of the newborn infant 
was found to be only slightly related to the size of the 
adult, the curve of correlation between childhood 
measurements and adult measurements rose sharply. 
The authors state that adult size can be predicted just 
as well from size at age 3 as from size at age 4 or 5. 
The curves for body weight showed the closest cor- 
relation. R. S. Illingworth ~ 


NEONATAL DISORDERS AND 
PREMATURITY 


907. Perinatal Infection and Perinatal Death. Clinical 


J. A. M. Smrru, R. F. JENNISON, and F. A. LANGLEY. 
Lancet [Lancet] 2, 903-906, Nov. 3, 1956. 4 refs. 


The authors report an investigation of perinatal 
infection covering a period of 4 months at St. Mary’s 
Hospitals, Manchester, in women admitted in labour or 
with ruptured membranes. These were divided into 
two groups. In Group I were placed those with a 
maternal temperature of or above 98-6° F. (37° C.) and 
a foetal heart rate of 160 or more per minute. Group Il 
(control) was composed of every fifth patient admitted in 
labour; when infection was suspected in any of these 
they were transferredto GroupI. [Asacontrol Group IT 
was not strictly comparable, as the incidence of toxaemia 
and surgical induction of labour was lower.]_ In Group I 
alternate cases were treated with a combination of 
streptomycin, 1 g. twice daily by intramuscular injection, 
and oxytetracycline, 500 mg. 6-hourly by mouth, con- 
tinued until after delivery. Investigations included 
examination of two high vaginal swabs, one obtained 
on admission or at the first sign of infection and the other 
in the third stage of labour; also of a catheter specimen 
of urine and a placental blood culture. If the baby was 
stiliborn or died after birth, specimens of heart blood 
and from the bronchi and lungs were examined. The 
treated and untreated cases of Group I, numbering 69 
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and 68 respectively, were comparable in all other respects, 
including age, parity, social class, toxaemia, surgical 
intervention, and prolonged labour. Among the 69 
treated cases there were 5 perinatal deaths. Maternal 
pyrexia occurred in 52 of the 68 untreated cases, and 
6 of the infants died; 4 infants died in the 12 cases where 
there was also foetal tachycardia; while in the 4 cases 
in which only foetal tachycardia was present there were 
no infant deaths. No infant mortality occurred among 
the 99 control cases (Group II). Statistically, these 
differences in perinatal mortality were not significant, 
but where the signs described were present longer than 
48 hours there was a significant difference in mortality 
between the treated and untreated cases. 

The incidence of notifiable puerperal pyrexia was 13°% 
in the treated cases and 26-5°% in the untreated cases of 
Group I, compared with 5-1% in Group II. In 5 of 
the 10 babies in Group I (untreated cases) who died 
histological evidence of pneumonia was found, the 
infecting organisms being Escherichia coli, Streptococcus 
faecalis, non-haemolytic streptococci, and rarely haemo- 
lytic streptococci. In Group II the two high vaginal 
swabs showed pathogenic organisms in 38°% and 32% 
respectively, while a positive placental culture was 
obtained in only 2%. In the treated cases of Group I 
the incidence was 63°% for the first swab and 30°% for 
the second, with 7°% positive placental blood cultures, 
the corresponding figures in the untreated cases being 
73%, 50%, and 13%. 

The authors conclude that maternal pyrexia is a likely 
clue to foetal infection, with a worse prognosis for the 
child if maternal pyrexia lasts for more than 48 hours in 
association with foetal tachycardia of over 10 minutes’ 
duration. 

[This paper emphasizes the risk to the unborn child 
where there is infection of the birth canal, with possibility 
of spread to the membranes, placenta, liquor amnii, and 
foetus. The evidence suggests that maternal pyrexia, 
with or without foetal tachycardia, may indicate perinatal 
infection, leading to an increased perinatal mortality, 
and that administration of antibiotics to the mother 
before delivery could reduce this risk. It is difficult to 
gauge the importance of toxaemia as a contributory 
factor, and further study would be valuable. ] 

Pamela Aylett 


908. Classification and Causes of Perinatal Mortality 

J. P. Bounp, N. R. BuTLer, and W. G. SpEcror. 
British Medical Journal (Brit. med. J.) 2, 1191-1196 and 
1260-1265, Nov. 24 and Dec. 1, 1956. 24 refs. 


The authors have classified under 11 headings the 
causes of the perinatal death of 337 babies born at 
University College Hospital, London, between January, 
1948, and September, 1955, as well as of 69 neonatal 
deaths in premature infants admitted to the hospital 
after birth elsewhere. An attempt was also made to 
correlate certain factors in the pregnancy and labour 


with the necropsy findings, including histological studies, — 


and with the clinical features in babies born alive but 
dying in the first week. The time of death of the foetus 
was established by cessation of the foetal heart sounds, 
or estimated from the degree of maceration if present. 
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The classification and salient features in the eleven 
groups were as follows. (1) Antepartum death with 
maceration only (61 cases); 18 (30°%) of these mothers 
were over 35 years of age, 27 (44%) had toxaemia and 
hypertension, and in 15°% there was a history of ante- 
partum haemorrhage; all these figures are statistically 
significant. There was no evidence of asphyxia or of 
other lesions to account for the infant’s death, and the 
authors suggest the most probable cause was placental 
insufficiency. (2) Antepartum asphyxia (36 cases), in 
which early maceration was usual. In half of these 
cases antepartum haemorrhage had occurred, and tended 
to be severe; the other associated maternal factors were 
similar to those in Group 1. (3) Intrapartum asphyxia 
(55 cases); of the infants in this group 33°% were pre- 
mature, while over one-quarter (27%) of the full-term 
infants showed signs of postmaturity which, when 
associated with a labour of over 24 hours, entailed a 
significant risk to the baby. In a significant proportion 
there were also complications of vaginal delivery of a 
type likely to deprive the foetus of oxygenated blood. 
(4) Birth trauma, mainly resulting in intracranial damage, 
was the cause of death of 48 infants (37 of them born 
in the hospital) of whom half were premature. In one- 
third (35°%) of the 40 neonatal deaths there were features 
of the “‘ pulmonary syndrome of the newborn ”’ (a term 
used to include hyaline membrane, intra-alveolar 
haemorrhage, and pulmonary oedema) and all but one 
of these infants were premature, while 10° had pneu- 
monia. Complications of vaginal delivery likely to 
produce trauma, and labour lasting over 24 hours were 
again factors in causing the death of full-term babies, 
but labour was normal in many cases, especially when 
birth was premature. (5) Pulmonary syndrome of the 


- newborn was seen in 36 infants, mostly premature, born 


in the hospital and in 23 premature babies admitted 
after birth elsewhere. (This syndrome was also present 
in 35 babies dying of other causes.) There was a 
significant association with Caesarean section and some 
association with a history of antepartum haemorrhage. 
(6) Intraventricular haemorrhage without intracranial 
damage (21 cases); most of these infants were pre- 
mature, but foetal distress did not appear to be an 
essential precursor and birth trauma was not a usual 
finding. (7) Pneumonia (27 cases). Among full-term 
infants there was a significant association with Caesarean 
section performed for foetal distress after rupture of the 
membranes, or a complicated delivery per vaginam; in 
this group 16 infants were premature and 15 of the 27 
died within 24 hours of birth, suggesting that the infection 
was acquired before or during labour. (Groups (8) 
haemolytic disease of the newborn (15 cases), (9) mis- 
cellaneous (8 cases), and (10) ‘ previability ’’ (7 cases) 
are not discussed at length.) (11) Of infants with con- 
genital malformations there were 57 cases, the most 
common being hydrocephalus and meningocele (20 
cases) and anencephaly (9 cases.) , 

In the second part of the paper the main clinical features 
and the prognosis are discussed at length. Factors 
influencing the prognosis unfavourably were convulsions 
due to cerebral irritation, the pulmonary syndrome, and 
intraventricular haemorrhage, which often. co-existed 
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and pneumonia and birth trauma, which together caused 
some two-thirds of the neonatal deaths and could rarely 
be distinguished during life. It is recommended that in 
addition to symptomatic treatment all infants showing 
respiratory difficulties should be given antibiotics in case 
pneumonia is present and 1 mg. of vitamin K in order 
to prevent or diminish haemorrhage. 

[Most of the results of this study are given as per- 
centages, often of quite small totals for the individual 
groups, and when they refer to the whole series it is not 
always clear whether the total is to be taken as 337 or 
406, that is, including the 69 infants born elsewhere.] 

Pamela Aylett 


909. Pulmonary Hyaline Membrane Syndrome. Some 
Effects of Oxygen and Amniotic Fluid in Its Pathogenesis 
L. E. Laure and §. S. Stevenson. Obstetrics and 
Gynecology [Obstet. Gynec.] 8, 451-458, Oct., 1956. 
2 figs., 12 refs. ’ 


Experimental studies on guinea-pigs have been under- 
taken at the University of Pittsburgh to investigate the 
effect of oxygen tension and aspiration of amniotic fluid 
on the development of hyaline membrane syndrome. 


- The authors recognize a triad of pulmonary changes in 


this syndrome consisting of a diffuse hyaline membrane, 
vascular engorgement, and atelectasis. In the experi- 
ments 226 guinea-pigs were used, 75 being placed in 
“control” groups and 151 in “‘ study” groups, All the 
animals were exposed to oxygen concentrations varying 
from 55 to 95% for a period of 4 days, those in the 
“study” groups having been given intratracheal injec- 
tions of 2 to 3 ml. of amniotic fluid before the exposure. 
None of the animals receiving oxygen in a concentration 
less than 75°% developed hyaline membrane syndrome. 
Among the “ study” groups the incidence of hyaline 
membrane syndrome increased with higher concentra- 
tions of oxygen. None of the animals in the “ control ” 
groups developed the complete syndrome, but in some 
pulmonary congestion and thin, patchy hyaline mem- 
branes developed. Physiological saline was substituted 
for amniotic fluid in some animals, but only those 
receiving over 90°% oxygen developed the syndrome. 
The authors consider that hyaline membrane syndrome 
may develop under the stimulus of high oxygen con- 
centration, but that other factors, especially inhalation 
of amniotic fluid, play a part in the development of the 
syndrome. R. M. Todd 


910. Neonatal Blood Pressure in Relation to Maturity, 
Mode of Delivery, and Condition at Birth 

W. W. HoLianp and I. M. Younc. British Medical 
Journal [Brit. med. J.) 2, 1331-1333, Dec. 8, 1956. 
3 figs., 11 refs. 


This report on the systolic blood pressure of infants 
during the first 6 months of life and its relation to various 
perinatal factors comes from St. Thomas’s Hospital, 
London. The blood pressure was recorded by palpation 
of the brachial artery at the antecubital fossa below an 
inflatable cuff 2-5 cm. wide. Readings were taken within 
an hour of birth, at 1, 3, and 9 days after birth, at 3 and 
6 weeks, and at 3 and 6 months. In 54 infants of normal 


pregnancies born spontaneously without evidence of 
anoxia the mean systolic pressure was 69 mm. Hg at 
birth and rose to 93 mm. Hg at 6 months, the greatést 
increase occurring in the first month. In contrast, in 
14 infants born in a state of white asphyxia the mean 
systolic pressure at birth was only 53 mm. Hg; at 6 
weeks it rose to the normal range. The systolic pressures 
were in the normal range in those infants born by the 
breech or by forceps extraction. In those delivered by 
Caesarean section, however, the mean was 58 mm. Hg, 
and no correlation was found between the systolic pres- 
sure and the time taken for breathing to start; the pres- 
sures tended to remain for 3 months below those of 
infants born spontaneously, but after 3 weeks the dif- 
ference was not significant. Pre-eclamptic toxaemia did 
not appear to have any significant effect on systolic blood 
pressure. In premature infants the range was from 35 
to 70 mm. Hg, with a mean of 54 mm. Hg. There did 
not appear to be any correlation between maturity and 
blood pressure, but there was a correlation with the 
birth weight. The authors emphasize the size of the 
cuff used and attribute to this the higher readings they 
obtained as compared with previous workers. They 
claim that their method is as reliable as the flush method 
and somewhat easier to carry out. David Morris 


911. Hemolytic Disease of the Newborn. The Prog- 
nostic Value of Certain Clinical and Laboratory Data 

F. Burra, P. FrRANcors, and I. DAvIDSOHN. American 
Journal of Clinical Pathology [Amer. J. clin. Path.| 26, 
608-618, June, 1956. 10 refs. 


In an attempt to determine the factors which may be 
of possible prognostic significance in haemolytic disease 
of the newborn the authors, working at Mount Sinai 
Hospital, Chicago, have analysed 167 selected cases of 
isoimmunization in parturient mothers. Among the 147 


live births in this series there were 129 cases of haemolytic — 


disease of the newborn and 18 unaffected infants. 

A good correlation was found between the maternal 
titre of Rh antibodies during pregnancy and a successful 
outcome of pregnancy, in that there were significantly 
more unaffected infants born to mothers whose titre was 


1 in 40 or less (as determined by the enzyme-treated cell . 


test) and the incidence of fatal haemolytic disease was 
significantly higher among infants of mothers with a 
titre of over 1 in 40. Further, a poor previous obstetrical 
history, particularly one of repeated stillbirths, was 
shown to have a significantly deleterious effect on the 
condition of the child, whereas there was no evidence 
of any correlation between the incidence of haemolytic 
disease and the number of previous pregnancies. It 
would thus appear that each woman develops her maxi- 
mum degree of isoimmunization relatively early in her 
obstetrical history, and that it is usual for the titre to 
remain constant in future pregnancies once she has 
become fully immunized. 

Another factor of prognostic significance was the 
haemoglobin level of the newborn infant. For example, 
among babies with haemoglobin levels higher than 15 g. 
per 100 ml. there were no deaths from haemolytic disease, 
and indeed only one-third of these babies were affected 
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at all: A good correlation was also found between the 
height of the mother’s antibody titre and the infant’s 
haemoglobin value, so that a significantly large number 
of mothers with titres of 1 in 40 or less gave birth to 
infants with a haemoglobin value of 14:5 g. per 100 ml. 
or more. John Murray 


912. Retrolental Fibroplasia. Cooperative Study of 
Retrolental Fibroplasia and the Use of Oxygen 

V. E. Kinsey. A.M.A. Archives of Ophthalmology 
[A.M.A. Arch. Ophthal.] 56, 481-543, Oct., 1956. 
30 figs., 15 refs. 


In 1953, the role of oxygen in the aetiology of retro- 
lental fibroplasia still being in doubt, it was decided by 
a group of workers from 18 hospitals east of the Mis- 
sissippi River to carry out in concert a controlled 
investigation on a large number of premature infants. 
The chief purposes of the investigation were: (1) to 
discover whether there was a positive association between 
the incidence of retrolental fibroplasia and the duration 
of exposure in an oxygen-rich environment; and (2) to 
evaluate the effect on mortality of reducing the adminis- 
tration of oxygen to minimum requirements. The 
investigation was carefully designed so far as possible to 
eliminate factors other than oxygen in the incidence of 
retrolental fibroplasia and also to restrict the number of 
controls. All (786) premature infants weighing 1,500 g. 
or less at birth who were born in, or brought to, the 
cooperating hospitals in a period of 12 months were 
included in the test. One-third of those born during 
the first 3 months were given “ routine oxygen ’”—that 
is, oxygen in a concentration of over 50°% for 28 days. 
The remaining two-thirds born during the first 3 months 
and all those born during the remaining 9 months were 
given “‘ curtailed oxygen ’—that is, oxygen only when 
the general condition of the baby seemed to require it. 
The average duration of extra oxygen in the latter group 
was 5 days. 

Many interesting observations made in the course of 
the test are reported and discussed. The most important 
were the following: (1) Reducing the length of stay in 
oxygen to the minimum required for health did not lead 
to any increased mortality in the “‘ curtailed oxygen ” 
group. (2) The incidence of retrolental fibroplasia is 
positively associated with the length of time the infant 
spends in oxygen and increases rapidly in a matter of 
days. (3) A concentration of oxygen within the range 
of 30% to 50% has little effect upon the incidence of 
retrolental fibroplasia. (4) The incidence of both the 
cicatricial and active stages of retrolental fibroplasia is 
‘ess in infants of single birth than in those of multiple 
birth; no reason for this is at present apparent. 

The paper concludes with the following recommenda- 
tion. “* The length of time a premature infant, parti- 
cularly an infant of multiple birth, is kept in an environ- 
ment containing oxygen in concentrations in excess of 
that of air should be kept to an absolute minimum, 
consistent with the clinical indications of anoxia. When 
oxygen therapy is clearly required, it should be prescribed 
on an hourly basis and the concentration should be as 
low as possible.” A. Lister 


913. Prematurity in Edinburgh 

C. M. and F. RicHMoND. Archives of Disease 
in Childhood {Arch. Dis. Childh.] 31, 390-394, Oct., 1956. 
7 figs., 3 refs. 


A number of factors, including birth weight, legitimacy, 
age and parity of the mother, occupation of the father, 
and the date of marriage of the parents, were analysed 
in respect of a group of premature infants born in two 
Edinburgh Maternity Hospitals between 1952 and 1954, 
a group of full-term infants serving for comparison. 
It was found that illegitimacy was associated with a high 
prematurity rate. In women under 20 years and over 
34 years of age the prematurity rate was twice as high | 
as it was in the age group 20 to 34 years. Further, in 
women in the lower social classes it rose steadily after 
the second birth; it was much higher in this group than 
in mothers with a “ more prosperous economic back- 
ground”. A high prematurity rate was found among 
infants conceived before or shortly after marriage and 
again among infants conceived more than 3 years after 
marriage. R. S. Illingworth 


914. An Study of Prematurely Born 
Children at the Age of 5 Years 

A. L. Speirs. Archives of Disease in Childhood [Arch. 
Dis. Childh.] 31, 395-399, Oct., 1956. 20 refs. 


An anthropometric study was undertaken of infants 
born prematurely in the Royal Maternity and Women’s 
Hospital, Glasgow, in 1949, infants weighing more than 
2-5 kg. at birth in the same year serving as a control 
group. 

Altogether 217 children who were born prematurely 
and 222 born at full term were examined at the age of 
5 years, 6 body measurements being obtained for each 
child—height, weight, sitting height, bi-acromial dia- 
meter, bi-iliac diameter, and subcutaneous-fold thickness. 
It was found that at age 5 the figures for height (but not 
sitting height in boys), weight, and breadth were higher 
for children born at term than for children born pre- 
maturely, the differences being statistically significant in 
both sexes. No difference was observed between the 
two groups at the age of 5 in the subcutaneous-fold 
thickness. R. S. Illingworth 


CLINICAL PAEDIATRICS 


915. Escherichia coli Gastro-enteritis 

S. THomson, A. G. WATKINS, and O. P. Gray. Archives 
of Disease in Childhood [Arch. Dis. Childh.] 31, 340-345, 
Oct., 1956. 17 refs. 


Mild forms of gastro-enteritis in babies are still 
common in the first year of life, although the mortality 
from this cause has shown a considerable decline since 
the beginning of the 20th century. Previous reports of 
infantile gastro-enteritis due to Escherichia coli have 
dealt mainly with outbreaks in hospitals and other 
institutions and the incidence among infants in their 
own homes is not known. A survey was therefore 
undertaken at infant welfare clinics in Cardiff in an 
attempt to determine the number of babies who became 
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infected at home and developed gastro-enteritis in their 
first year of life. 

Specimens of faeces were examined at fortnightly 
intervals for E. coli Types O 111, O 55, and O 26, a 
total of 1,681 swabs from 111 babies ranging in age 
from 3 to 9 months being examined. A pathogenic 
strain of E. coli was found in 21 swabs (1%) from 20 
different babies (18°%). An analysis of these “* positive ”’ 
cases revealed that in 2 instances the infants were being 
fed on breast milk and other foods, and in 19 they were 
receiving mainly dried milk. The authors estimate that 
probably about 25% of all infants are infected with the 
special O groups of E. coli in the first year of life. 

They also discuss the spread of infection due to E. coli 
Type O55 B5 H2 which was traced through six hospitals 
in South Wales. This strain was sensitive to chloram- 
phenicol and partly sensitive to oxytetracycline, but 
resistant to sulphonamides, streptomycin, and aureo- 


’ mycin. The transmission of infection from one hospital 


to another was shown to be via infected babies. Thus 
infantile gastro-enteritis provides yet another example of 
the breeding in hospitals of strains of bacteria of enhanced 
virulence. Franz Heimann 


916. Adhesive Strapping for Umbilical Hernia in Infants. 
Clinical Trial 

J. C. Hawortu. British Medical Journal (Brit. med. J.] 
2, 1286-1287, Dec. 1, 1956. 7 refs. 


Umbilical hernia is common in infancy, and at the 
Children’s Hospital, Sheffield, a clinical trial was carried 
out to determine whether application of adhesive strap- 
ping to these herniae affected the natural cure rate. Of 
100 infants under one year of age with umbilical hernia, 51 
were treated by application of strapping and 49 served 
as controls. The herniae were divided into large (more 
than 6 mm. in diameter) and small (less than 6 mm. in 
diameter), and the results in the two groups compared. 
Of 35 large herniae which were strapped, 28 resolved, and 
of 21 which were not strapped, 9 resolved. Of the small 
herniae, 16 were strapped and all resolved, while 28 were 
not strapped and 21 resolved. The author concludes 
that if the hernia protrudes more than } inch (6 mm.) 
strapping greatly increases the natural cure rate. No 
advantage is to be gained from strapping small herniae. 

Winston Turner 


917. Osteogenesis Imperfecta 
J. G. A. Dave, T. FicHarpt, and D. VAN Der Spuy. 


Archives of Disease in Childhood {Arch. Dis. Childh.} 
31, 346-353, Oct., 1956. 14 figs., 11 refs. 


Although osteogenesis imperfecta is a general bone 
disease which is present from birth, the clinical and 
radiological features differ in the various age groups. 
The following classification, based on these findings, is 
therefore suggested: (1) osteogenesis imperfecta con- 
genitalis, corresponding to Fairbank’s prenatal thick- 
bone type; (2) osteogenesis imperfecta infantis, in which 
the bones are slender; (3) osteogenesis imperfecta tarda, 
also characterized by slender bones; and (4) osteogenesis 
imperfecta adulta, in which there has been recovery in 
childhood, but a breakdown in adult life. The clinical 


and radiological findings in 3 cases seen at Pretoria 
Hospital, South Africa, are described in detail. The 
first patient, a 5-year-old Bantu boy, had osteogenesis 
imperfecta tarda, but none of his relatives was affected. 
The. second patient, a European boy of 3 years, had 
osteogenesis imperfecta infantis; no information about 
the family of this boy is given. The third patient, a 
European boy of 6 years, also had osteogenesis imperfecta 
infantis, but in this case the patient’s mother, with several 
of her brothers and sisters, and the patient’s maternal 
grandmother had sustained more than one fracture; in 
addition the mother was deaf in the right ear. 
C. O. Carter 


918. ‘* Pneumocystis carinii’? Pneumonia 
T. Birp and J. THomson. Lancet [Lancet] 1, 59-64, 
Jan. 12, 1957. 11 figs., 47 refs. 


Interstitial pneumonia in which characteristic honey- 
combed masses fill the terminal air-spaces is a common 
disease in Central Europe and Finland, where it occurs 
mainly among premature or weakly infants in hospital, 
and recently examples of this disorder have been observed 
in Great Britain and in the United States and Canada. 
In this paper the authors present a thorough study of 
the clinical, radiological, and histopathological findings 
in 2 fatal cases seen at the Royal Infirmary, Dundee. 
As in the Continental cases there was an apyrexial course 
with severe respiratory distress. Characteristic of the 
condition were the early and marked radiological changes 
in the lungs in the absence of notable clinical signs and 
symptoms. 

Histological examination showed the typical patho- 
gnomonic spongy masses in the air-spaces, which most 
authors consider to be masses of the causative organism, 
the protozoon Pneumocystis carinii. The inflammatory 
changes in the pulmonary interstitium were moderate 
and plasma cells were not predominant. In one of the 
cases the serum y-globulin concentration was very low, 
but treatment with this protein fraction had no beneficial 
effect. Since agammaglobulinaemia is usually associated 
with recurrent pyogenic infections which can be controlled 
by administration of y globulin, and furthermore since 
in the reported cases there was a remarkable absence of 
pyogenic infections, the authors (who are not wholly 
convinced that P. carinii is the causative organism) make 
the interesting suggestion that the “‘ organisms in the 
alveolar spongeworks, be they protozoa or fungi, may 
have been producing some substance inhibiting pyogenic 
bacteria ”’. 

In the 2 cases described herein attempts to isolate the 
causal agent were unsuccessful. H. S. Baar 


919. Brain Tumors in Children. Clinical Analysis of 
164 Cases 

G. L. Opom, C. H. Davis, and B. WooDHALL. Pediatrics 
[Pediatrics] 18, 856-869, Dec., 1956. 42 refs. 


920. Hearing and Speech in Infantile Hemiplegia before 
and after Left Hemispherectomy 

R. Go.psTern, A. C. GOODMAN, and R. B. KING. 
Neurology [Neurology] 6, 869-875, Dec., 1956. 12 refs. 
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921. The Monkey Safety Test for Poliomyelitis Vaccine 

U.S. Pustic HEALTH SERVICE, TECHNICAL COMMITTEE 
ON POLIOMYELITIS VACCINE and SUBCOMMITTEE ON THE 
MONKEY SAFETY TEST. American Journal of Hygiene 
[Amer. J. Hyg.] 64, 104-137, July, 1956. 7 figs., 24 refs. 


This paper describes in detail the tests employed by 
six different producers of vaccine and in the laboratories 
of the U.S. National Institutes of Health to ensure the 
safety of poliomyelitis vaccine, with particular reference 
to the tests carried out in vivo on monkeys. It includes 
a discussion on the length of time the animals should be 
kept under observation, and a long section on the prob- 
lems involved in making a diagnosis by histological 
methods in the tissues of animals which die during the 
tests. 

A comparison is also made between the sensitivity of 
the monkey test to detect residual live virus and that of 
tests involving tissue-culture methods, from which it 
would appear that the latter provide, if anything, a 
slightly more sensitive test. Details of the current mini- 
mum requirements and the regulations of the U.S. Public 
Health Service for carrying out the tests on monkeys are 
given in an appendix. R. Hare 


922. Poliomyelitis and Prophylactic Inoculation against 
Diphtheria, Whooping-cough, and Smallpox 

MEDICAL RESEARCH COUNCIL COMMITTEE ON INOCULA- 
TION PROCEDURES AND NEUROLOGICAL Lesions. Lancet 
[Lancet] 2, 1223-1231, Dec. 15, 1956. 14 refs. 


Between 1951 and 1953 all cases of paralytic polio- 
myelitis in children in England and Wales were investi- 
gated when the patients had had an injection of diphtheria 
or whooping-cough prophylactic or smallpox vaccine 
within 12 weeks before the onset of symptoms. Alto- 
gether 355 paralytic cases were investigated (one child 
given inoculations of different prophylactics at the same 
time being counted as 2 cases). Of the 222 cases in 
children who had completed a primary course of inocula- 
tions or had been given reinforcing doses, 132 developed 
paralysis 1 to 28 days after inoculation. These cases 
were concentrated around the 11th and 17th days after 
inoculation. 

Records of numbers of inoculations given during the 
period of the study were collected from children in 
county boroughs, and certain other large urban areas, 
and the paralytic cases occurring in these areas in clinic- 
inoculated children were related to the number of 
inoculations given. It was estimated that in these areas 
in 1951-53 about 1 in 37,000 inoculations precipitated 
paralytic poliomyelitis. There was good evidence that 
the risk did not extend beyond about one month after 
inoculation, and that a series of inoculations had no 
cumulative effect. The risk varied with the nature of 
the prophylactic used, being greatest with alum-precipi- 
tated diphtheria—pertussis and least with T.A.F. and 


F.T.A.P.T., P.T.A.P., and mixed non-alum-precipitated 
prophylactics occupied an intermediate position, and 
plain pertussis vaccine appeared relatively safe. There 
was no evidence of a provoking effect due to smallpox 
vaccine. It was estimated that about 13°%% of paralytic 
cases in children 6 months to 2 years of age in the county 
boroughs and large urban areas were causally related to 
inoculation. This proportion would represent about 
170 cases provoked by inoculation in children in this 
age-group in England and Wales between 1951 and 1953. 
In children about 5 years old, the age when reinforcing 
doses are usually given, cases provoked by inoculation 
probably formed only 2% of the total. The period of 
highest risk was the 2nd quarter of the year. 

A clear relation between the site of inoculation and 
the site of paralysis was demonstrated. No evidence 
was found to support the belief that children said to 
have been inoculated subcutaneously were less liable to 
develop paralysis than children said to have been 
inoculated intramuscularly. There was no evidence that 
virus was being transmitted from child to child via 
syringes. 

A similar inquiry in Scotland gave concordant results, 
though the number of cases was small. 

In 1954 and 1955 a modified investigation was made, 
and the relation between site of inoculation and site of 
paralysis was again demonstrated. _ 

The mechanism by which inoculation acts is stilla 
matter for conjecture, but the evidence submitted in this 
report leaves no doubt that it genuinely predisposes to 
the occurrence of paralysis and does not act merely, as 
is sometimes supposed, by determining the site of 
paralysis. It is clear that the findings—the risk involved 
in the use of different vaccines and toxoids, the seasonal 
variation in the risk, and the apparent similarity in risk 
attached to subcutaneous and intramuscular injections 
—raise practical problems which will have to be borne 
in mind in the inoculation of children with whooping- 
cough vaccines and diphtheria toxids, singly or in 
combination.—[Authors’ summary. ] 


923. Correct Utilization of Hospital Beds. (K sompocy 
O MIpaBHJIbHOM HCMOsIb3OBaHHH KOC4YHOH CeTH) 

M. Y. Roninson, P. P. ALEKSANDROV, and V. I. Fivip- 
POVSKAYA. CosemcKxoe 30pasooxpanenue [Sovetsk. 
Zdravookh.] 30-33, No. 5, Sept.—Oct., 1956. 


In this discussion of the best utilization of hospital 
beds the authors point out that the correct selection of 
cases for admission to hospital is as important as the 
absolute number of beds, and cite their experience at 
the Kar! Marx Hospital, Leningrad, in support of this 
statement, particularly in regard to cases of chronic 
gastritis, chronic cholecystitis, and functional disturb- 
ances of the central nervous system. Thus during 
1955 such cases accounted for 390 out of a total of 
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3,215 admissions (225 beds), and for 7,356 in-patient 
days; between 50 and 60 of these cases were referred 
to hospital as emergencies. The final diagnoses in these 
groups are detailed and discussed, and the results are 
deemed to show that many cases of these types of illness 
could be adequately and advantageously treated outside 
hospital, given careful observation and adequately 
equipped local clinics. Some defects in out-patient 
treatment mentioned are inadequate facilities for radio- 
logical, laboratory, and electrocardiographic investiga- 
tions. R. Crawford 


924. Clinical and Experimental Contribution to the 
Pathology of Sulphuric Acid Mists in Man. (Contributo 
sperimentale e clinico alla patologia da nebbie di acido 
solforico nell’uomo) 

A. Moranpo. ‘Medicina del lavoro [Med. d. Lavoro] 
47, 557-561, Oct., 1956 5 refs. 


In the first part of this investigation of the effect of 
inhaling sulphuric acid mist on the respiratory system 
experiments were carried out on 45 healthy men, the 
object being to ascertain (1) the percentage retention of 
the acid inhaled, (2) the smallest concentration of acid 
detectable by the majority of the subjects, and (3) the 
effect on respiration, as shown by pneumotachographic 
studies. The concentration of H2SO4 varied from 0-35 
to 5 mg. per c. metre and the length of exposure from 
5 to 15 minutes, during which time the men were at rest. 
The average proportion retained was about 75%; none 
of the subjects detected the presence of acid at con- 
centrations below 1 mg. per c. metre, but all did so at 
a concentration of 3 mg. per c. metre. Pneumotacho- 
graphic studies showed that even the lowest concentra- 
tion was accompanied by changes in the type and rate of 
respiration. Since this concentration was imperceptible 
to the subjects the author suggests that the change in 
respiration may be regarded as a reflex action to an 
irritant stimulus. Respirations were less deep and more 
rapid and did not return to normal for some minutes 
after cessation of the experiment. 

In the second part of the paper the clinical findings are 
reported in 57 men who had been employed in the 
production of sulphuric acid for periods ranging from 
10 to 20 years. No symptoms referable to the respiratory 
system were found either clinically or radiologically, but 
on the other hand disorders of the digestive system were 
frequent; thus 17 of the operatives either had to be 
transferred to other work or discharged on account of 
gastritis or gastro-duodenitis, and 4 discharged because 
of gastric ulcer. The author considers that the lack of 
respiratory symptoms can be explained by the very slight 
concentration of sulphur dioxide in the ambient atmo- 
sphere, and that while predisposing constitutional factors 
may no doubt have played a part in the causation of the 
digestive disorders, the relatively high incidence of the 
latter would suggest that sulphuric acid has a noxious 


action on the digestive functions and the gastro-duodenal | 


mucosa. 
[The recent attention given to the effects of “‘ smog ” 
in Great Britain makes this paper of some interest.] 
W. K. Dunscombe 
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925. On the Toxicity of Silica Particles 
A. Swensson, J. GLomME, and G. BLoom. A.M.A. 
Archives of Industrial Health [A.M.A. Arch. industr. Hlth] 
14, 482-486, Nov., 1956. 6 figs., 7 refs. 


Various previous workers who have investigated the 
toxicity of silica particles have reported that the size of 
the particles, if between 0-1 » and 10-0 y, has no appre- 
ciable influence on toxicity. On the other hand Drinker 
and Hatch have stated that “* practical evidence supports 
strongly the general belief that, other things being equal, 
the toxicity of all the particles increases inversely with 
the particle size ”’. 

The present authors, working at Karolinska Sjukhuset, 
Stockholm, have re-examined the problem and here 
present their findings. Suspensions of crystalline or 
amorphous silica of known particle size were injected in 
several doses into the tail vein of mice. In confirmation 
of the findings of Drinker and Hatch it was found 
that with silica particles of various sizes toxicity fell off 
with increasing size of the particles, at least in the range 
0-01 to 1:00 x. It was also observed that the toxicity 
of amorphous silica was less than: that of crystalline 
silica. In further preliminary experiments on rats given 
intratracheal and intraperitoneal injections of particle 
suspensions it was found that the finest silica particles, 
ranging in size from 0-01 to 0-02 uz, were considerably 
more toxic than coarser samples. A. Meiklejohn 


926. The Fibrogenic Action of Quartz Dusts. Biological 
Methods for Their Quantitative Evaluation in Rats 

E. GRANDJEAN, H. TuRRIAN, and J. L. Nicop. A.M.A. 
Archives of Industrial Health [A.M.A. Arch. industr. Hlth 
14, 426-441, Nov., 1956. 12 figs., 18 refs. 


Morphologically, experimental fibrosis induced by the 
introduction of quartz into the tissues of laboratory 
animals may be regarded as identical with human pul- 
monary fibrosis. On the basis of this similarity research 
workers have sought to elucidate the aetiology, patho- 
logy, and even the treatment of silicosis by conducting 
such experiments, in which various methods, including 
intraperitoneal and intratracheal injections and insuffla- 
tion into the anterior chamber of the eye, have been 
adopted. These methods give a qualitative indication 
of the fibrogenic activity of dusts. 

In the present study, carried out at the Swiss Federal 
Institute of Technology and Lausanne University, the 
authors attempted to discover a biological method 
which would permit direct quantitative measurement of 
the fibrogenic effect of quartz and admixtures of quartz. 
To various groups of white rats aqueous suspensions of 
quartz and other dusts of known chemical composition 
and particle size and prepared by conventional methods 
were administered by intraperitoneal and intratracheal 
injection and by a new technique of intramesenteric 
injection following laparotomy. In the intraperitoneal 
method the EDso (that is, the effective dose of dust 
causing a macroscopically recognizable fibrotic reaction 
in 50°%% of the experimental animals) was adopted as a 
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measure of the fibrogenic activity; in the other two 
methods the increased weight of the lung or the weight 
of the intramesenteric fibrotic nodules respectively was 


adopted as the criterion. In addition, all fibrotic tissue 


lesions were subsequently examined histologically. Ina 
further series of tests the quartz content of the organs 
affected was determined chemically, thus providing in- 
formation not only on the errors involved in the methods 
used, but also on the processes by which dust is eliminated 
from the tissues. 

The intraperitoneal and intratracheal methods were 
found to have little quantitative value. The intra- 
mesenteric technique, however, seemed to provide a 
practicable method of comparing the fibrogenic activity 
of the dust being tested with that of apure quartz dust 
and of obtaining a measure of such activity. Intra- 
mesenteric tests with dust mixtures showed that dust 
suspensions containing equal parts of quartz and of 
titanium oxide or kaolin had a fibrogenic activity equal 
to that of the same amount of pure quartz. On the 
other hand with increasing quartz content of the dust 
mixture a slight increase in the nodule weight was 
recorded. Histological examination of the fibrotic tissue 
revealed morphological changes similar to those occur- 
ring in human silicosis. A. Meiklejohn 


927. Preliminary Results with a New Barrier Cream in 
the Prevention of Occupational Dermatoses. (Primi risul- 
tati nella prevenzione di alcune dermatosi professionali 
mediante l’impiego di una nuova pomata barriera) 

G. BerToNI. Medicina del lavoro [Med. d. Lavoro] 47, 
551-556, Oct., 1956. 12 refs. 


The author describes the results obtained in the pre- 
vention of dermatoses with a new barrier cream of the 
water-insoluble type which was tested in use by 39 female 
workers at a pharmaceutical factory making, among 
other things, isoniazid, antibiotics, and chlorpromazine. 
The cream (known as “ covicone”’) consists mainly of 
silicones, nitrocellulose, and castor oil. 

It was readily accepted by the workers since one of its 
several desirable qualities was that it remained intact 
for the whole of the working day, did not interfere with 
the sense of touch, and was easily removed at the end 
of the day with organic solvents. Among the 14 workers 
in the antibiotics section the skin conditions consisted 
mostly in erythemata with pruritus, manifested by 
macules deep red in colour and of various sizes, followed 
in some cases by a papulo-vesicular eczema. The con- 
dition was due to progressive sensitization of the skin 
through contact with the antibiotics (penicillin and 
streptomycin). The women engaged in the preparation 
of chlorpromazine showed one of the following symp- 
toms: (1) acroparasthesiae with tingling of the fingers 
accompanied by pallor and a marked sensation of cold; 
(2) a very dry skin which desquamated into very fine, 
almost powdery, scales; (3) small ulcers which followed 
either a rhagadiform or vesicular lesion and which 
presented with an oozing base and raised oedematous 
edges; or (4) skin changes frankly eczematous and 
mostly of the ‘‘ weeping ” variety. No special treatment 
other than the barrier cream was given. 

U 


The skin condition in 12 cleaners and glass washers 
underwent improvement in all cases and cure in the 
majority. Even in those with incomplete cure the use 
of the barrier cream enabled them to carry on with 
their work, which previously had been impossible. Of 
the 14 antibiotic workers, 10 showed great improvement, 
though it is recognized that sensitization may be due 
also to inhalation. In all of the 10 chlorpromazine 
workers there was a diminution, sometimes marked, of 
the eczematous condition, but here also sensitivity 
occurs through inhalation as well as by contact. The 
author concludes that this barrier cream is undoubtedly . 
efficacious, innocuous, completely non-toxic, easily 
applied, will last (unless there is considerable friction) 
for 7 or 8 hours, and in no way interferes with the carrying 
out of work. W. K. Dunscombe 


928. Analysis of Incidence of Sickness with Temporary 
Unfitness for Work. (Ontit yrny6nenHoro anannsa 
3a6oneBaeMOCTH C BDEMeHHOM yTpaToH Tpymocnoco6Ho- 
CTH) 

M. S. MELLER and G. B. SHTEINBERG. ueuena u 
Canumapua [Gigiena] 36-43, No. 10, Oct., 1956. 


In order to throw light on the cause of the increasing 
incidence of sickness during the last 2 years at a large 
textile factory in Moscow—in spite of various measures 
taken to promote the health of the workers—a com- 
prehensive personal-record system was introduced; and 
the results are analysed in this article. A total of 2,181 
personal cards were kept, grouped by departments, the 
information on the card comprising age, sex, domicile, 
type of work, and details of all illnesses and accidents. 

In all, there were 4,587 absences due to sickness, but 
35-5°%% of the workers lost no time on account of illness; 
men showed a higher absence-rate than women. Of 
those recording an illness, half were ill only once in a 
year, this rate being similar in all departments. Older 
workers in all departments naturally showed a higher 
sickness rate, and a higher rate was also noted among 
workers from out of town, whose living conditions were 
generally inferior and who had to travel long distances. 

The considerable variation in the type of illness 
affecting workers: was partly related to the nature of 
their work. Thus in the transport department the com- 
monest conditions were trauma, myositis, bronchitis and 
pneumonia, and peptic ulcer; there was a preponderance 
of men in this department. On the other hand in- 
fections of the upper respiratory tract were much less 
frequent among transport workers than among those 
working indoors in the factory. Among the latter the 
commonest disease was “ grippe ’’, especially in workers 
employed in departments where temperature and 
humidity were high, this condition accounting for 34 to 
42% of cases in various such departments. Some 24% 
of these workers suffered from recurrent attacks of the 
disease and had from 4 to 8 periods off work because 
of it. The second commonest disease was tonsillitis, 
especially in the spinning rooms. It was notable that 
injury sustained outside the factory was actually a more 
frequent cause of absence from work than industrial 
injury. Basil Haigh 
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929. Farmer’s Lung in Radnor and North Breconshire. 
A Report of Ten Cases 

D. 1. Wittiams and P. P. MULHALL. British Medical 
Journal [Brit. med. J.] 2, 1216-1218, Nov. 24, 1956. 
8 refs. 


Between January and June, 1955, at the Chest Clinic, 
Brecon, 10 cases of farmer’s lung were seen, the condition 
being attributed to the particularly mouldy hay harvested 
in 1954. Dyspnoea on exertion developing soon after 
contact with mouldy hay was the chief symptom, and 
usually persisted for several weeks. Physical signs were 
often absent, and when present consisted in fine basal 
crepitations. Chest radiographs revealed fine mottling 
in the lower half of the lung fields in 9 cases; in the 
remaining case the radiograph was normal. Improve- 
ment followed administration of large doses of potassium 
iodide, although the lung changes persisted for about 
3 months. 

Discussing the diagnosis of the condition, the authors 
state that mistakes may arise from the co-existence of 
acid-fast saprophytic bacilliin the sputum. In 4 instances 
the sputum flora was compared with that of samples of 
the hay handled by the patients; no relationship was 
noted between the fungi found in the sputum and those 
grown from the hay. It is suggested that there may be a 
mechanical blockage of bronchioles by the mouldy dust, 
as well as an individual susceptibility to its constituents. 
Failure to take the necessary precautions to avoid 
repeated attacks may result in irreversible changes in the 
lungs and permanent incapacity. L. W. Hale 


930. Occupational Poisoning with Methyl Bromide. 
(Descrizione di alcuni casi di intossicazione professionale 
da bromuro di metile) 

G. MARTORANO. Medicina del lavoro (Med. d. Lavoro] 
47, 524-532, Oct., 1956. 1 fig., 9 refs. 


‘The author first describes the case of a man who 
developed symptoms of acute methyl bromide poisoning. 
Thorough investigation definitely excluded the possibility 
of a sudden, accidental, massive inhalation, and in view 
of this, inquiry was subsequently made into 4 other cases 
in which there had been rather similar symptoms in 
previous years. 

The first patient was a 60-year-old man who had 
worked at the factory for 16 years, and with methyl 
bromide in particular for the last 6. The symptoms were 
loss of weight over a period of 6 months, asthenia, then 
suddenly nausea and vomiting and convulsive attacks. 
On examination in hospital there were signs of an extra- 
pyramidal lesion. It is pointed out that signs referable 
to the nervous system were the only ones found. 
Inquiry showed that 4 other (younger) workers had had 
similar symptoms in previous years but had eventually 
recovered after removal from work on the gas. Since 
many others had worked in the same section without 
apparent harm the author considers that in the small 
number of men who were affected there must have been 
an individual susceptibility to bromide, and that the 
first patient’s condition was due to the inhalation of the 
gas over a considerable period. W. K. Dunscombe 


931. The Importance of Monthly Shift-working in the 
Production of Tetraethyl Lead. The Results of Five 
Years Clinical Observation. (Importanza dell’avvicen- 
damento mensile nei reparti di produzione del piombo- 
tetraetile attraverso l’esperienza di cinque anni di osser- 
vazione clinica) 

R. GiAMMARCO. Medicina del lavoro [Med. d. Lavoro} 
47, 539-547, Oct., 1956. 20 refs. 


On the basis of his observation over a period of nearly 
5 years of some 200 operatives in a factory making 
tetraethyl lead the author presents his views on the symp- 
tomatology, value of laboratory tests, prevention, and 
treatment of poisoning with tetraethyl lead. 

The subjective symptoms were asthenia, insomnia (the 
symptom most frequently complained of), neuro- 
muscular pains especially in the gastrocnemii, and 
digestive disturbances. The objective signs were tremor 
of the fingers (not always ascertained by the writing test), 
hypotension (one of the first effects observed, blood- 
pressure readings ranging between 100/50 and 105/55 
mm. Hg), and loss of weight. If the employee’s weight 
has been recorded regularly an unexplained loss of weight 
can be regarded as almost pathognomonic of tetraethyl 
lead poisoning. A correlation was established between 
the amount of weight lost, the degree of hypotension, 
and the level of urinary excretion of lead. In no case, 
however, was a blue line on the gums seen. In regard 
to laboratory tests, while a careful examination of the 
blood is indispensable, the presence of urobilinuria is 
considered to be an earlier sign of toxicity than the 
finding of lead in the urine, the level of which in no case 
in this series exceeded 300 yg. per litre. All patients 
with punctate basophilia showed a urinary lead content 
of over 200 yg. per litre. 

The maximum tolerable limit of volatile lead in the 
workrooms during an 8-hour day was assessed at 0-002 g. 
per cubic metre of air and care was therefore taken to 
keep the concentration below this figure. In addition 
to the usual measures of prevention the author attaches 
special importance to a system of shift-working in 
rotation, even going so far as to say that without such 
a system—in which the operative is removed periodically 
from work with tetraethyl lead to other work—all other 
preventive measures would be without effect. A shift of 
one month at work with tetraethyl lead alternating with 
one month on work in the open air was found to be a 
useful regimen. Without this shift or rota system, treat- 
ment was not satisfactory and was entirely symptomatic. 
The insomnia and disturbance of sleep were not altered 
appreciably by administration of barbiturates, nor were 
the tremor and loss of weight diminished, unless the rota 
system was in force and the concentration of volatile 
lead at the work place was not more than 200 yg. per 
c. metre. After adoption of the shift system only one 
case of occupational disease due to tetraethyl lead was 
notified. 

[No mention is made of the use of the chelating 
agent calcium disodium etylenediamine tetraacetic acid 
(sodium calciumedetate) which combines with lead to 
form a non-toxic complex which is eliminated unaltered 
by the kidney.] K. Dunscombe 
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Forensic Medicine and Toxicology 


932. Sex Chromatin as an Aid to the Identification of 
Sex in Forensic Medicine 

A. D. Drxon and J. B. D. Torr. 
178, 797, Oct. 13, 1956. 3 refs. 


In this communication from the University of Man- 
chester the authors draw attention to the sex difference 
which exists in the morphology of intermitotic cell 
nuclei, and point out that by noting the presence of sex 
chromatin in the female nucleus they have already been 
able to determine the sex of unfixed human tissue which 
had been immersed in water or exposed to varying 
atmospheric conditions for up to 2 to 3 weeks, and also 
of full-term foetal tissue buried in soil for as long as 
4 weeks. 

They emphasize the medico-legal importance of these 
findings, and state that the value of sex determination by 
the nuclear chromatin has so far been mentioned in only 
one recent textbook of forensic medicine (Polson’s). 

W. K. Dunscombe 


933. Quantitative Urinary Coproporphyrin Excretion 
and Its Relation to Edathamil Calcium Disodium Ad- 
ministration in Children with Acute Lead Intoxication 

J. J. CHtsoLm and H. E. Harrison. Journal of Clinical 
Investigation [J. clin. Invest.| 35, 1131-1138, Oct., 1956. 
3 figs., 22 refs. : 


In a study at the Johns Hopkins Hospital and the 
Baltimore City Hospitals sodium calciumedetate (a 
compound which chelates with lead and increases its 
excretion in the urine) was administered to children 
{total number not stated] suffering from lead encephalo- 
pathy. It was given subcutaneously or intramuscularly 
in a daily dose of 75 mg. per kg. for 5 to 7 days with 
an interval of 2 to 3 weeks between courses. Urinary 
coproporphyrin was measured in 24-hour collections 
by the fluorimetric technique of Schwartz, Zieve, and 
Watson (J. Lab. clin. Med., 1951, 37, 843), and lead in 
urine and blood by dithizone colorimetric methods. 

In 7 cases a positive exponential relationship was 
found between the 24-hour urinary coproporphyrin out- 
put before the administration of the drug ‘and the lead 
output during the first 24-hour period of treatment 
with the drug. A similar correlation was found in 
acute and chronic phases of lead encephalopathy 
between the simultaneous urinary excretion of copro- 
porphyrin and lead during the parenteral administration 
of the drug. During treatment the urinary copropor- 
phyrin content decreased, reaching normal values by 
the 4th to 6th day. The daily urinary lead output also 
decreased, but at a lesser rate. On stopping treatment, 
however, the coproporphyrin content frequently returned 
to the high pre-treatment levels. Results indicated that 
a new steady state of coproporphyrin excretion was 
reached about 14 to 21 days after discontinuing treat- 
ment. After this time a positive exponential relation- 


Nature [Nature (Lond.)} 


ship between coproporphyrin excretion and whole-blood 
lead concentration was found. During the first 2 to 
3 weeks of treatment, however, whole-blood lead con- 
centrations decreased rapidly from frequently quite high 
values, and this relationship could not be demonstrated. 
It is suggested that urinary coproporphyrin output is a 
sensitive index of the amount of metabolically active and 
presumably toxic lead in the tissues. 
Norval Taylor 


934. Recent Statistics of Carbon Monoxide Poisoning. 
Report to the Medical Research Council 

A. BRADFORD HILL. British Medical Journal (Brit. med. 
J.] 2, 1220-1222, Nov. 24, 1956. 


It was suggested in 1956 by Marriott (Brit. med. J., 
1956, 1, 347) that the withdrawal in 1952 of carbon- 
dioxide—oxygen resuscitation outfits from the first-aid 
services in Great Britain in favour of oxygen outfits had 
possibly contributed to the sharp rise in deaths from 
carbon monoxide poisoning reported in 1953 and 1954, 
[That there was an alternative explanation of this— 
namely, an alarming rise in accidental CO poisoning— 
was sufficiently well known for an inquiry to be instituted 
by a special Committee of the British Medical Associa- 
tion.] At the request of the Medical Research Council 
the author undertook to test the validity of Marriott’s 
hypothesis by statistical methods, data for the period 
1948-55 being obtained from the Ambulance Service of 
the London County Council and from other local 
authorities. 

The London statistics showed (a) that by the end of 
1951 a substantial change-over to oxygen outfits had 
already taken place and (6) that the population thus 
** at risk’ was by then already some 12 millions—yet 
the number of deaths from CO poisoning for 1952 
(2,409) was not significantly higher than that (2,384) for 
1948, when the change-over had not been started. 
Between 1951 and 1955 the number of emergency calls 
classified as suicide or attempted suicide due to coal-gas 
poisoning dealt with by the London Ambulance Service 
rose from 119 to 230. The proportion of such cases 
in which treatment was given in the ambulance rose 
from 58°% to 67%, yet the mortality among patients so 
treated fell from 35% in 1951-2 to 31% in 1953-5. 
Between 1951 and 1953 the total number of emergency 
calls for coal-gas poisoning—both suicidal and accidental 
—rose by 36°%%, whereas the number of deaths in such 
cases rose by only 29%. 

«The statistics obtained from 9 large provincial boroughs 
reflected the same stability, and it is concluded that it is 
“‘extremely difficult to believe that the pronounced 
increase in mortality [from CO poisoning] of recent 
years is primarily due” to any difference in efficacy 
between the two methods of treatment. 

Keith Simpson 
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935. Splenoportal Venography for Evaluating Abnor- 
malities of Portal Circulation 

A. K. Basu and A. Das. British Medical Journal (Brit. 
med. J.| 2, 916-919, Oct. 20, 1956. 8 figs., 6 refs. 


Satisfactory venograms, giving significant information, 
were obtained in 46 out of 54 cases in which splenic 
venography was attempted; in 5 cases venography was 
unsuccessful because of spasm of the splenic vein and 
in 3 the findings were inconclusive. Operation was 
subsequently performed in 32 cases—12 of tropical 
splenomegaly of uncertain origin, 10 of splenomegalic 
cirrhosis, 6 of portal cirrhosis, and 4 of infrahepatic 
obstruction of the spleneportal system. 

Discussing the venographic appearances, the authors 
state that in tropical splenomegaly the splenic and portal 
veins were very dilated and tortuous. In the absence of 
secondary hepatic cirrhosis, collaterals were not present. 
The findings in infrahepatic obstruction were that 
whereas the dye terminated abruptly in splenic vein 
obstruction, it became diffusely distributed in the tor- 
tuous channels in cavernomatous transformation of the 
portal vein. Many collaterals were present. The 
notable features in pure portal cirrhosis were distortion 
and poor visualization of the peripheral intrahepatic 
radicles, pooling of the dye, often in the proximal intra- 
hepatic radicles, and the presence of numerous collaterals. 
The splenic and portal veins were of more or less normal 
calibre. The venographic appearances in cirrhosis 
secondary to long-standing splenomegaly were similar to 
those in pure portal cirrhosis, except that the main splenic 
and portal veins were dilated and tortuous. In intra- 
hepatic obstruction the intrahepatic radicles were very 
prominent, There was no distortion or pooling of the 
dye, and collaterals were present. . 

The authors consider that portal hypertension can be 
assessed with a fair degree of accuracy from the veno- 
graphic pattern. The presence of collaterals is one of 
the earliest indications of portal hypertension. Before 
operation infrahepatic obstruction can be diagnosed by 
portal venography alone. 

John H. L. Conway-Hughes 


936. Dissection of Aorta as a Complication of Trans- 
lumbar Aortography 

H. Gayuis and J. W. Laws. 
[Brit. med. J.] 2, 1141-1146, Nov. 17, 1956. 
15 refs. 


The authors, after briefly enumerating the more 
serious complications attending the performance of 
percutaneous lumbar aortography which have been 
reported since the introduction of this procedure in 1929, 
describe a complication which occurs occasionally and 
has been misinterpreted in the past, namely “ aortic 
dissection ’’, that is, the injection of the whole or part 
of the opaque medium into the medial layer of the aorta 
near the intima instead of into the lumen. This mishap, 


British Medical Journal 


11 figs., 


which is analogous to spontaneous aortic aneurysm, 
produces a characteristic radiological picture. It may 
also readily be mistaken for a block in the main vessel 
or its major branches, since the opaque medium, as it 
collects, strips the inner arterial coat downwards and the 
shadow may terminate abruptly at one or both of the 
main aortic sub-divisions. Two illustrative cases seen 
at Hammersmith Hospital (Postgraduate Medical School 
of London) are described and illustrated. 

Several experiments in which diodone was injected into 
the wall of a complete abdominal aorta removed from a 
fresh cadaver and connected to an artificial heart machine 
so as to maintain a circulation of blood comparable 
with that in vivo confirmed the authors’ contentions. 
The radiographs taken in these circumstances closely 
resembled those in some of the cases published by other 
workers and also those in the authors’ own cases. Some 
of these last showed what the authors consider to be 
typical intramural injections, including one in which the 
renal artery was involved. In none of their cases to be 
there any permanent sequelae. The authors discuss 
several fatal cases reported in the literature in the light 
of the possibility that such intramural injection and its 
results were the primary cause of death. 

It is stressed that this mishap may occur in spite of 
the most careful technique; test doses of contrast 
medium given before injection may indicate a satis- 
factory position of the needle, but slight movement 
occurring in the interval while the test film is being 
developed can result in a subsequent misplacing of the 
injected medium. Various devices for circumventing 
the accident are mentioned, but none has been wholly 
satisfactory. A. M. Rackow 


937. Duodenography after Ingestion of Barium in 
Jaundice due to Hepatitis and the Correlation of Radio- 
logical and Clinical Findings. (Duodénographie par 
ingestion barytée au cours des hépatites ictérigénes et 
confrontation radio-clinique) 

O. ALBANO, A. CHARBONNIER, and J. CAROLI. Presse 
médicale [Presse méd.| 64, 1745-1748, Oct. 24, 1956. 
5 figs., 6 refs. 


Although it is now the fashion to attribute most cases 
of jaundice to disorders of the liver, and particularly 
to viral hepatitis, the authors recall that as long ago as 
1923 Rumanian workers had suggested that the digestive 
disturbances associated with infective hepatitis were due 
to duodenitis, either limited to the duodenal cap or 
involving the whole duodenal loop. The radiological 
signs of duodenitis may be loss of tone (usually most 
marked in the third part), or increased tone with thick, 
irregular mucosal folds, or areas of rigidity suggestive 
of ulceration. . 

At the H6pital Saint-Antoine, Paris, the authors 
examined the duodenum radiologically after a barium 
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meal in 28 patients with hepatitis. The study showed 
that although in 20 cases the duodenum was normal, 
with a normal ampulla of Vater, in 3 the duodenal cap 
was involved, and in 5 the descending duodenum. 
There was no relation between the presence of clinical 
duodenal symptoms and radiological abnormalities in 
the duodenal loop, but the authors believe that there 
may nevertheless be a connexion between duodenal ulcer 
and jaundice and describe 2 cases in support of this view. 
The first was that of a married woman [of unstated age] 
who had a perforated acute duodenal ulcer 6 days after 
admission to hospital with jaundice; the patient died 
a week later and at necropsy a second acute duodenal 
ulcer was found, although before the perforation there 
had been no indigestion or other symptom to suggest 
the presence of an ulcer. The second patient, a man 
aged 55, had suffered from symptoms of ulcer for one 
month before jaundice developed; barium-meal examina- 
tion showed a duodenal ulcer, and a few days later, on 
the 8th day of the jaundice, he had a haematemesis and 
melaena. ‘“‘Some months later” the ulcer symptoms 
were still present, and flocculation tests showed that liv 
function was abnormal. 
[Some animal experiments have shown damage to the 
liver to be associated with duodenal ulceration, but the 
abstracter cannot recall a single patient with duodenal 
ulcer who dated his symptoms from an attack of 
jaundice. ] Denys Jennings 


RADIOTHERAPY 


938. _The Primary Treatment of Adenocarcinoma of the 
Rectum by High Voltage Roentgen Rays (1,000 Kv) 

I. G. WiLutaMs and H. Horwitz. American Journal of 
Roentgenology, Radium Therapy and Nuclear Medicine 


[Amer. J. Roentgenol.] 76, 919-928, Nov., 1956. 5 figs., 
15 refs. 


The authors have analysed the results obtained with 
high-voltage x-ray therapy in 189 cases of adenocarcinoma 
of the rectum seen at St. Bartholomew’s Hospital, 
London, between 1937 and 1954. Most of these cases 
were inoperable because of the extent of the disease or 
the unsatisfactory general condition of the patient; in 
addition there were a few cases in which operation had 
been refused. The authors used a cross-fire technique 
with five or six fields of the order of 16 x 10 cm. directed 
to the whole pelvis. The x rays were generated at 
1,000 kV with a half-value layer of 9-3 mm. copper, a 
tumour dose of 6,000 r in 6 weeks being given. Treat- 
ment had to be stopped or modified in half the cases 
because of such complications as cystitis, enteritis, or 
colitis; however, leucopenia during treatment was not 
a problem. 

Assessment of the results in terms of relief of symp- 
toms due to the primary growth showed that the greatest 
measure of success was obtained when haemorrhage was 
the main symptom, this being arrested or relieved in 121 
out of 135 cases; the results were least good when 
mucous discharge was the predominant symptom, relief 
being obtained in 77 out of 116 cases; while the figures 
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for relief of pain and tenesmus were intermediate between 
these two. Pre-treatment colostomy was not considered 
necessary unless obstruction was present or imminent. 
The colostomy opening preferred was higher than usual 
in the left iliac fossa so as not to interfere with planned 
treatment. In 77 cases colostomy was not performed at 
any time. Late effects of irradiation for which treat- 
ment was interrupted or had to be stopped consisted in 
fistulae in 12 cases, chronic necrosis in 9 cases, and 
fibrosis and stenosis of the rectum in 32 cases. Colos- 
tomy had to be performed in some of these cases because 
of interference with the function of the rectum. Of 165 
patients treated between 1937 and 1949, 55 survived for 
2 years, 23 for 3 years, and 9 for 5 years; of the last 
group of 9, 6 died 5 to 10 years after irradiation, 4 of 
them from intercurrent disease. 

On the basis of this experience the authors suggest 
that real benefit and even a small chance of “ cure” can 
be obtained from irradiation in cases of adenocarcinoma 
of the rectum unsuitable for radical operation. The 
better therapeutic effect obtained with the shorter wave- 
length is considered to be due to the increased depth dose 
and not to any greater biological efficiency. 


D. Pearson 


939. Early Experiences in the Treatment of Carcinoma 
of the Uterine Cervix with Cobalt® Teletherapy and Intra- 
cavitary Radium 

J. F. Noran, J. A. VipaAL, and J. H. ANSON. American 
Journal of Obstetrics and Gynecology [Amer. J. Obstet. 
Gynec.] 72, 789-800, Oct., 1956. 6 figs., 12 refs. 


A preliminary report is presented on the early results 
obtained with the 1,000-curie radioactive cobalt tele- 
therapy unit at the Los Angeles Tumor Institute in the 
treatment of carcinoma of the cervix, these being based 
on 50 cases treated between July, 1953, and July, 1955. 
One of the objects of the study was to compare these 
results with those in 197 similar patients previously 
treated with x rays at 450 kV. In both groups the 
external irradiation was followed by two insertions of 
radium, one immediately after external irradiation had 
been completed and a second 2 weeks later. Altogether, 
the combined treatment lasted about 43 days and the 
doses at Point A (a point in the proximal parametrium) 
were 6,000 to 8,000 r and at Point B (in the lateral para- 
metrium) 2,800 to 3,800 r, these being total doses from 
both radium and x rays. The external irradiation was 
given through two parallel, opposing, antero-posterior 
pairs of fields, each 1510 cm. in area, with a space of 
3 cm. between them across the midline. This treatment 
was usually completed at 2,000 r at mid-pelvis in 4 weeks, 
the remainder of the irradiation being from the intra- 
cavitary radium. The variation in dose at Points A 
and B resulted from differences in the over-all duration 
of the x-ray or -teletherapy treatments. 

In discussing the results. the authors first of all convert 
all the doses given at Points A and B to their biological 
equivalents for an over-all treatment time of 42 days, 
using the curves described by Garcia. Accepting 6,000 
to 8,000 r at Point A and 2;800 to 3,800 r at Point B 
as optimal values, they first consider those cases which 
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were so treated that the dose at both Point A and Point B 
fell within the optimal dose limits; of 37 such cases only 
4 were failures and in 3 of these the condition was far 
advanced. Of the remaining 13 cases, in which the dose 
levels were outside the optimal range at one or both 
points, 8 were failures. In 11 of the 12 cases of failure 
subsequent treatment with further irradiation or by 
surgery was given, but none was cured, the longest 
period of survival from the original time of treatment 
being 27 months. 

The authors did not find it possible to compare 
these 50 cases with the other 197 cases as a whole, so a 
** matched-pair ” statistical method was applied, using 
the International Stage of the tumour, its volume in 
cubic centimetres, the histological grading, and age of 
the patient as the criteria for matching. Out of the 
50 pairs, 38 gave similar results by both methods of 
treatment, while in 3 pairs treatment with 450-kV x rays 
was superior and in pairs radioactive cobalt was 


superior. This difference ‘is not considered to be © 


statistically significant. 

As a result of this preliminary investigation the authors 
have changed their technique and now give patients with 
early lesions the equivalent of 7,700 r at Point A and 
4,450 r at Point B over 42 days, while those with advanced 
lesions are given the equivalent of 7,200 r at Point A 
and 5,600 r at Point B over the same period. 

J. M. W. Gibson 


940. The Results of Re-irradiation in Cancer of the 
Cervix 

W. T. Murpny and A. Scumitz. Radiology [Radiology] 
67, 378-385, Sept., 1956. 2 refs. 


The authors describe, from the Roswell Park Memorial 
Institute, Buffalo, New York, their experiences in giving 
a second course of irradiation in the treatment of cancer 
of the uterine cervix which has recurred after a first 
course of radiotherapy. They acknowledge that this is 
an unusual course of action, since it is commonly 
thought and taught that surgery is the only method of 
treatment available in such cases—largely they believe 
because of the disastrous results which have occurred on 
occasions when a second course of radiotherapy has 
been injudiciously given. They have found that “a 
fair percentage” of re-treated patients have survived 
5 years or more, though they agree that this may have 
been partly due to the fact that in the early days the 
dosage given in the first instance was usually much lower 
than is today considered effective. 

Of 1,167 patients with carcinoma of the cervix treated 
at the Institute between 1936 and 1941, 461 (39-6%) 
received a second course of irradiation. These patients 
fell into two groups, one group having received a short 
course giving average totals of 6,400 r and 1,450 r 
respectively at two points A and B (these points being 
defined as lying 2 and 5 cm. respectively lateral to the 


centre of a tandem intrauterine applicator), while the 
second group were treated by a more prolonged and 
fractionated technique involving total doses of 8,700 r 
and 4,000 r respectively at these points. Of the first 
group 46°8% required re-treatment, compared with 25-2°% 


of the second group. About 28% of the 461 re-treated 
patients lived 5 or more years free of symptoms. The 
treatment was usually a combined one of irradiation and 
radium, and the average interval between the first and 
second courses was 13-7 months. These cases could be 
divided into three groups according to the site of recur- 
rence: (1) recurrence confined to a comparatively 
localized area, for example, cervix, one parametrium, or 
bladder; (2) massive recurrence, that is, massive 
** frozen ’’ pelvis; and (3) spread of the neoplasm out- 
side the pelvis. All the surviving patients were in 
Group 1. Biopsy specimens for histological examination 
were taken wherever possible. A detailed account of 
the treatment in 4 cases is given. Long-term complica- 
tions included chronic proctitis, chronic cystitis, and 
recto-vaginal fistula, but in spite of these handicaps all 
the patients lived active lives. 

The authors conclude that this procedure is well worth 
while, particularly if the pelvic involvement is limited 
and the patient is otherwise in good physical condition, 
and that the end-results compare favourably with those 
of surgery in similar cases. V. M. Dalley 


941. Prevention and Treatment of Radiation Injuries of 
the Skin by Means of Stickleback Oil. (ITpodunaxTuxa 
HM JYYeBLIX KO}KH KO- 

I. N. Davypova, S. E. MANoILov, S. V. STRUTSOVSKAYA, 
and K. N. CHocuia. Becmuux Penmeenonoeuu u Pa- 
Ouonozuu [Vestn. Rentgenol. Radiol.| 16-20, No. 5, Sept.— 
Oct., 1956. 5 figs., 4 refs. 


The authors state that the curative properties of 
stickleback oil were established in Russia during the 
war, when it was found to be particularly useful in the 
treatment of wounds and burns. The oil is obtained 
from the three-spined stickleback Gasterosteus aculeatus 
[this name is mis-spelt in the Russian text], the body of 
which in the autumn may contain as much as 15% of oil. 
It occurs as a transparent fluid of a bright orange colour 
which solidifies at temperatures below 4° C., and contains 
considerable quantities of carotinoid substances, parti- 


cularly of 8 carotin; it contains practically no vitamin A, | 


however, though it is rich in substances with antibiotic 
action. 

Experiments on irradiated animals and observations 
on the skin of patients who had received massive thera- 
peutic doses of x rays have demonstrated that stickleback 
oil applied to the skin prevents the appearance of radia- 
tion injuries in such cases. Further, in animals given 
doses of x rays not large enough to produce a skin injury 
but sufficient to cause epilation, the re-growth of hair 
occurred much more quickly in those whose skin was 
treated with the oil than in control animals. Also, when 
irradiation resulted in ulceration of the skin the ulcers 
healed rapidly under the influence of the oil, this effect 
being particularly noticeable in cases of ulceration 
following massive irradiation with radioactive strontium. 
The oil was also observed to have a favourable effect on 
the mucous membrane of the vagina and rectum which 
had been subjected to heavy doses of x rays or radium. 

A. Orley 
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942. Valentine Greatraks ‘‘ and Divers of the Strange 
Cures by him lately Performed ’’ on Patients from St. 
Bartholomew’s Hospital in 1666 

R. A. Hunter and I. MACALPINE. St. Bartholomew’s 
Hospital Journal [St Bart’s Hosp. J.] 60, 361-368, Nov., 
1956. 2 figs., 23 refs. 


One of the most honest, if misguided, lay healers in 
the annals of medical history is probably Valentine 
Greatraks, the Stroker. Born at Affane, County Water- 
ford, in 1629 and educated in Ireland and England in 


_ humanity and divinity’, Greatraks served 6 years in 


Cromwell’s army and then retired to Affane, where he 
held several public offices. It was here shortly after the 
Restoration that he became increasingly obsessed with 
the idea that he had the gift of curing illness by the 
laying on of hands and stroking the affected part. For 
several years, despite the protestations of his wife and 
brother, he treated the “‘ King’s Evil” and “‘ the Ague ”’; 
his fame spread rapidly throughout Ireland and England, 
many people travelling to him to be treated. It was 
during a visit to England early in 1666 for the purpose of 
treating Lady Anne Conway for persistent severe head- 
aches that he was observed by one Bishop Rust, to whom 
we owe the essence of the following description. 
Greatraks was agreeable, “‘ free from all design, not 
addicted to any vice, sect, or party,-and a sincere Pro- 
testant. The Bishop saw him “lay his hands upon a 
thousand persons”, and the effect was “more than 
ordinary ... but not miraculous”. He saw pains dis- 
pelled, vision restored, deafness, fits, the King’s Evil, 
and grievous sores cured, and “‘ cancerous knots of the 
breast dissolved”’. Patients required frequent stroking 
and often relapsed. Greatraks failed on many occasions, 
and could do nothing where there was “* decay in nature ”’, 
Lady Conway’s is the only case recorded in which he 
either demanded or accepted a fee. He failed to cure 
her headaches, however, but nevertheless his fame was 
such that King Charles II commanded a demonstration 
of his powers before His Majesty’s Physicians at the 
Palace of Whitehall. Three patients were subsequently 
chosen by Dr. (later Sir) John Micklethwaite from St. 
Bartholomew’s Hospital, all of whom were severely dis- 
abled with pains in the legs and arrived on crutches. 
Greatrak’s treatment was obviously a success, for he 
wrote that “‘ they all went home well, to the admiration 
of all people, as well as the doctors”. The virtuosi 
(Fellows of the Royal Society) were impressed and gave 
him full testimonials. His success led to considerable 
dissension, however, and he was severely attacked by the 
clergy in a pamphlet entitled “‘ Wonders no Miracles: or, 
Mr. Greatrak’s Gift of Stroaking Examined”, which 


led him to reply in “‘ A Brief Account of Mr Valentine 
Greatraks, and Divers of the Strange Cures by him lately 
Performed. Written by himself in a Letter Addressed 
to the Honourable Robert Boyle Esq.” 


In _ this 


History of Medicine 


pamphlet, published in 1666, may be found many details 
of his ministrations during his stay in London. 

After an account of the life of this interesting character, 
with reports of other patients treated by him culled from 
the literature, the authors assess the inspiration of his 
life’s work in terms of delusion and modern psychiatric 
knowledge, and end by according him a place as a direct 
precursor of Mesmer, Braid, and Charcot. 

L. G. Fallows 
943. Ejighteenth-century France as Seen by Two English 
Physicians. (La France du XVIII¢ siécle vue par deux 
médecins anglais) 
A. Dupuy. Presse médicale [Presse méd.] 64, 1851-1852, 
Nov. 7, 1956. Bibliography. 


In 1885 Albert Babeau wrote a book entitled Travellers 
in France, from the Renaissance to the Revolution in which 
he devoted two chapters to the comments made by two 
British physicians who travelled in France in the 18th 
century, of whom one was Tobias Smollett (1721-71) 
and the other Edward Rigby (1747-1821). Smollet 
(referred to by Babeau as /e docteur tant pis) was a severe 
critic, whereas Rigby (/e docteur tant mieux) appears to 
have been much more favourable in his judgements. 

The present paper, however, deals only with the com- 
ments of Smollett, who had little good to say of the 
manners and customs of the French, though he certainly 
admired many of their towns and cities, particularly 
Toulouse, Montpellier, and Marseilles. He complained 
bitterly of the high cost of travel and of meals, and [like 
some more modern travellers] he and his wife offset the 
cost of the latter by resorting to wayside picnics. He 
described the typical Frenchman as the cynic par excel- 
lence. ‘* Admit him to your home,” he wrote, “‘ and he 
will make love to your wife, your sister, or your daughter; 
and if he has no luck in that quarter he will turn his 
attention to your grandmother.” The author quotes 
[but with complete good humour] many other examples 
of Smollett’s ill-humoured Francophobia, and contrasts 
unfavourably his Travels through France and Italy with 
Sterne’s A Sentimental Journey. 

[It should be remembered that Smollet was at this 
time (1763) in poor health, and that he censured his own 
countrymen as severely as he criticized the French.] 

Zachary Cope 
944. The Simple and Studious Life of Emile Littré (in 
Hitherto Unpublished Letters). (La vie studieuse et 
simple d’Emile Littré) 
J. Tor ats. Progrés médical [Progr. méd. (Paris)] 84, 
455-456, Dec. 24, 1956. Bibliography. 
945. The Historical Development of the Concept of 
Metastasis 
R. J. Witper. Journal of the Mount Sinai Hospital 


[J. Mt Sinai Hosp.] 23, 728-734, Sept.—Oct., 1956. 
23 refs. 
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946. The Management of Lunacy in Seventeenth 
An Investigation of Quarter-sessions 


A. Fess_er. Proceedings of the Royal Society of Medi- 
cine (Proc. roy. Soc. Med.| 49, 901-907, Nov., 1956. 
13 refs. 

In the 17th century Justices of the Peace had, for 
various reasons, to concern themselves with many of 
the cases of lunacy in the lower and middle social classes. 
In particular they had to deal with breaches of the peace 
threatened or committed by the insane; moreover, 
having supervision of the administration of the Poor 
Law Act, they had to decide whether a lunatic, being 
unable to work, was eligible for poor relief; and lastly, 
once houses of correction had been established—by an 
Act of Parliament passed in 1609—an order issued at 
quarter-sessions was required before a dangerous lunatic 
could be admitted to one of these institutions. Only 
two types of lunacy were recognized: melancholy and 
madness. While melancholic persons might be best 
treated by being entertained with “‘ mirth and merry ”’, 
for the management of the mad general opinion was in 
favour of very harsh treatment, and it was believed that 
punishment was both necessary and beneficial. 

Most of the work done by Justices of the Peace is 
recorded in the records of the quarter-sessions, but very 
few of these have so far been published. This paper 
reports the results of an investigation of the records of 
Lancashire quarter-sessions. A considerable amount of 
information can be extracted from the petitions presented 
to the Justices, since these often contained details about 
the insane person, and also from the order books 
recording the decisions of the court as to what was to 
be done with the patient. Petitions concerning harmless 
lunatics were as a rule for the granting of an allowance 
for their maintenance. Those concerning the dan- 
gerously mad, which were presented either by relatives 
or by neighbours who felt themselves threatened, stated 
what acts the patient had already committed or was 
likely to commit, and the measures of restraint so far 
adopted. 

The author cites many passages from the records to 
illustrate the three methods adopted in dealing with 
these cases. (1) The Justices could either decide that 
the. nearest relative could adequately care for the insane 
person, or they could grant a monetary allowance to 
enable a person to be employed for this purpose. (2) 
They could order the parish officers to keep the insane 
person under guard. The parish officers then had to 
find someone in the parish willing to take him into his 
house, and thus originated the private ‘‘ mad-houses ” 
of the 18th century. (3) The third possibility was to 

- order a dangerous lunatic to be confined in a “* house of 
correction”. This seems to have been done only as a 
last resort, and the Justices could order that the patient 
be “ kept there without whippinge”’. These houses of 
correction were expensive, a fact which may also have 
deterred the Justices from sending lunatics there. Often 
the master of the house, in difficulties over the collection 
of payments, was obliged to complain to the Justices. 

One of these complaints quoted here throws light on the 

conditions under which the insane inmates were kept, as 
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does also a bill presented by the master of the house of 
correction at Preston, established in 1620, for “‘ The 
Charge of making 4 Boxes in the Lower prison for ye 
securing of made people with good planks—£10”. It 
was also within the power of the Justices to decide 
whether a lunatic who had been confined to a house of 
correction had improved sufficiently to be released. 
Examination of the records of other county quarter- 
sessions shows that the management of lunacy in various 
parts of England was similar to that in Lancashire. 
Kenneth Stone 
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